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5 p^<>"r^> ^n^-^T^ UfnXrfT^ i/trw*- 

n^^f-v 5 ^^ n^^^^^^-s i/pniirf Pita- 
is^ ^<^if>\ /•s—t: Kn^y^wy, TXuy, Kn 

10 ??tKB-5H-^/ [7] T^V^> 5 H^y/ [7] 755 1/^ 

^-tKa^vy, tf^cn—vi^ as— ^y^-fe^ s — 

styf^ ryh7ty, *t°n [4. 4] y^^> [4. 5] 

[5. 5] t^>^a [2. 2. 1] ^f^* 

15 tf^n [2. 2. 1] *V/*-2-3^ tTV^ia [3. 1. 11^7* 
>\ lfv^n [3. 1. 13^^-2-^V, fc*^o [2. 2. 2] 

fc'v^n [2. 2. 2] *-**-2— Tf'n'fi^ J AST 

xwwm^. rc 5-1 2©^i*fciiri5E:^iJ £te> cs~i2 
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7-v?t Kn-5H-^/ [7] T^U^ 5H-^y v / [7] T^l/^> 
a^^iA v^n^^-y-^ ^^n^v^^, i/^n^ 



10 ^MSIIB^^x r: 

^b^^^ttS l~5i@(^^xnJ!g^^tPs 3~15l©: 



5 0 TS&SJDK^ ft^JB^itfa^iSC^bjW^SttS l^5«©^^n 



15 Vvffc <fcV^ 3 ~ 1 51© 



^ x a-3Mrt:v^ v-*-?^^ f^-if7^ ^*tr^ t^t^^K -fy 
^•y-v^. d-^i^r^^ ^-dp-f-tftr^ a-SM^r-gt^ ^t-Jt 
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/K ^y^/fr/-/K ^is-SJ "Sufi's ^^y^-^irfc°^ N 

^y^W*y, ^^y^Ti?^ ^a/ap-iK^ 7*;^^^ 
fr^vy, 7xtyby> f y > 7xfyfnyy, ^<y r^y 
tWs^ ifnyy, tru y v>>\ -f 5: y -f ^ ^y y v> >\ 
M)7y*yy> hyryy^y, ^h^yy^ ^t^yys^ tr^yy 
10 y, t°7y*y & v> Kb t° y fb7t.Fnify s?i^ y i^^, 

y N ff7tKnfy^ 1 Ko tf y ^ Kat°!) 

yb9tKB79^ v?fc Kn t°7 y> fh7t Knt°7y> S*fc 
Kat^rttV, ff7tKnt^rtlfy, ^-tKo^tlfy % ^-Y 9 
V N f-x-fy^ KPft7*y, T^b^t Koft7*y % i^t Kaf 

20 "lf>\ A-tKn^xfy, $;t Knt^t^/K f hftKnfW 
— ;w (^-^r-y-^y i?^) s i>tKo^fy^t/-;K fh7t KO'fy^ 
dp-f-y— ^ (-T y^-=¥i?-y y v^) s S*fc Knf7y*-;K r h7t Kaf- 

tv— ?v (t7yy^y) > -ytKo^yf7y*-/K f b^tKn'fyf 

25 KPt^rt^7y-;K fh7t Kat^t^y*-^ (^^7/ 
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f7v?7i?y> i^t Kaf7^l^^ "rhvt Knf7^t'^ t Ka 

*? fc Ko^r/ yy,rh7t Ka^y y y\ t Ka#y !7 ^ 
i?t Ka-f y^y !)y 7 1 h^t Kn-ry^y y y\ t Kn^y^y y 

15 ^ x i?t Ka7i?7^y 7f7t KP7^7i^y Kn7;?7^y 

^ v^t Kndf-y ^-^y h7t K^y^-y-y :/> ^-t Kn^y^ 

y y N v»t Knzy^y y >\ ^b^t Kayyy y y\ ^—t Knyyy y 
20 y ^ymtf7y Kn^yy^-^rf-^y, Fn^yyf7 

y^iJ-^A- /K^t FD^yy*f7ywi/y^t Fc^yWy^K 
$?fc Fa^yy^f ^ ^y-/K ^'-tFn^yy^^ywK F<^< 
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5 :7*>\ mV7^ S^"3M^ ^^7^ itf-T^ SWMM' V 

^y/v't^t^ ^n^y\ ;?n-ry\ ^^^^^^-7>'> ^O-y 

-/K >yry-/K tf^y'-vK t°y^v N tr^y. try^y, try 

/ D 7^7^y, -ryT-DitiSs ^y^y^ ^ty* y y> 
y>\ ^^yt^ty^K ^yy^fry-zK ^^vv ^ ;k 

25 ^<^y*^-^f-i>Tif t°^ N ^yy*^t°^ s ^vy^Tif tT:/. «<yy^T 

v>T^t°y\ -^yyrft'y, ^<^y^Ti?t 0 >\ ^yy^^lf ^> ^<^y* 



27 



WO 2005/020882 



PCT/JP2004/012768 



^ 4 xtr-sy&is^ hvryy^ yvt^v^^. tf^ypv, tr^y 

7t Katry 5:^^ > t Katry Fot'y^y, x 

tKntf7y, ff7tKnt'7^ i?tKnm^ rh7tKot 
v>fc Fnftt°7^ rf7t Fnftf7^ Ka^xify, 

7t Kot^rtywi/ (^-^yy^^) s ^t: Fo^y^t/^/K ^ 

b7t Kn-ry^f-y-/K-f y^f-yy v 5 ^) > Fofr/^K 

7tFn^W^ Ky^/y^V) \ i^t Fn77fy rb7 

(t^t^ryy s*>o , -s^t kb*«h-^ zi^n Fnt^tv'y, 

tf V, 7h7tFn **f-if tf y, tFo **iH? tf ^ ^'t Kb** 
U-v»7*i? tf>\ fh7tFotW7f^ /Vt Knt^t^Tf f 

^ v>t: Fof7^7y-;K 7b7t Kn^T^T^ (^r-^ryy 

S^) „ S^t Fnf7^y 7h7t FnfT^Vx S>fc Fnf7i?7^ 
7^f7t Fof7v ! 7^v i t Fo^ff^fh^t Kn^-Tiffcf^ 
^_t- FaWtV, S^t Kn^Tv^Tif fc°^, 7h7t Kof7i?7"€ 
/>?w. t Fnf7^7^t , y, ^/u* y ^-^e/Wft y :/ N **^^ 
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^yKpy % -r y-y y Ky ^ Kn^ 

t Ko^y yy, s?t Kn^y^y y v N r>7t Kn>f y^y y y, 

t Ko^ydryyy, -7tKn7^7^ f F7tKn7^7^y 

tKoy^7v?y v?tKot7fyv ! y fh7t Kot7f yt?y, 

— t Kn^-^^y i^-^t Kn^;^f!Jy,fh7t Kn^y^ty y, 

10 t Kn^y dri^y y N v?fc Kndr-^-y y y s ff7tKoW!Jy, 

^-tKo^tyyys -ytKn^yyyy, f f^tKnv'yyyy, 

— t: Kn^yyy y y N ^yy^i^Ty. e^t Kn^yyt^t^y, 

15 yyfry-;K i^t Ko^y % /^ ^y— /K ^-tKn^y^^^ 

y^yr^ify, fb7t Kn^y^y/f t°y, ^yyv^^ir^;^ V 

>\ v^^-y-y. v^-^y. $?f7y, i^-^iM y;5^ ^yy^ 

25 — /k 4 tf^y— /k fys^y, fc o 7-y>\ tfy^yy. t°y 

^v*y\ Tiffc°y> ^Tiffy^ 77^ ^irlfy, ^7^^ 
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5 -f^^yy^. -f^^yy^^s t'7yy^ tf^^yv 5 ^ ^tKntry 

fh7t Kot'D t°^<y S?fc Kn ffntF 

Ko t°y ? t°y ^v>>\ 7h7tKo try 

— t Kn^U^y, S?fc KPTf^^ 7- h7t KnTift°^> ^— t K 

Tift 0 ^. i?tKP77^ fh7tFD77^ ^tK^7>> 7b7 

T^f^ (^tFof^^y) > 7F7tKoWy (fh7t Foft 

pW7y^K 7F7t Knft^7y*-/K 7F7t Kn^iH^T 
S?^ 7F7t Kn^T^T^>\ 7F?t KatW-^ t?>\ ^b^t 

ift°^ ff7tKof77f^ 7F7tFnf7v?7f^ 
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i mvmnm^&^t* 5-7 fto^s^sr y -/w 



y^y, 7b7tKD bry ^v>>\ fc Kn t°y ^v>^ Kor^f 

^\ fb7t KP7-€t°y N fc: Ko7^tX v>fc Kni>Tift°^> 7" 
yf7)/-;K v?t Kn^ti?7)/^KT Fnt^rtv ! 7/ t -/K 



y ^ ^^^e/i^ y ^3 

* 



aswe>*t5„ 



20 #9§»i#*u r 



J tits 



So gtfc&frfCV^-CtiJ^C 1~2 OT^M 



:^$ftTV^Tti J;v^c 



2~2 0 TA^^T^M 



tjUSfrl/CVvCfc ±V*C 1~2 07/^Uf 



!n t^yi> zki 



il&^fbTVv-Ct) <tV^C 1~2 0 7/V^t^^ 



:^£*vrv^t> £t^c 2~2 0 7;^=^t^^: 



:^^ftTV^*ct> J: 
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V^C2~2 OT^^^t^f^ 



20 



t> J^c 2—2 0 7;^=/^^7^=/w; 



tVCV^T^J^C 1 ~2 OTVl^/W* 



10 /WtJn^/V'; 



*VCV^&£V^C 2— 2 0 7^^^*-^ 



r±s C 1 — 8 T/l" 3 rA'; 



Vvffc iV^C 1 — 2 OTi/M 



^2fi0tt^ ^P)^Mt5l»i:^^ot, 1 — 2l@ 

<Dmmw^, i <b©^m^*3 «tt^/*fctt i momnu^^ts 5-7 



Fi> c l~87;W 



25 5iiI?i-it^ot, i~24B©&*jJ&^ iffloKSfJDK^*3J;t5/ 



* tt 1 <® ©fifESt)^ Srg" t? 5~7l© 
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5 ^TJV^fctel 



HJDK^.Sr^t? 5-7 M©#i^ ; 



^BBJWWfU R\ R\ R 2 \ R 8 \ R 30 *5J:t>*R 31 -e^$^5 rg 

io mmi t m 

X.fc£ x Cl~2 07;^/VSs C2~2 0 7/^-/^ 0 2-2 0 7/^ 



=■ ci~2 07;^yfvSv aw*; 



;tlT-t^$ ftfc C 1 ~ 2 



OT/^/^Ss t^yls 7K^^ C1~2 0 7/^;W^ C2~2 
0 7^=^VS, C2~2 0 7/^/^^ ^t£g-(Hfc^£;ft 

C 1 ~ 2 0 T^=¥/^^-Ss C 2 ~ 2 0 T7l"5r— /^^"S> C 2 ~ 2 0 



W&-em&£titz.*Wi' Ms C 1 ~ 2 0 7/V^V 



;*;H7>f ^WSsn C2~2 0 7/V^W/f=;Vl N C2~2 07M 
20" z=.jV7^;V*7 4 mVt&XWM&htcXsls'? -i C 1 ~ 2 0 T >V 

3cjUX/\'7fr~/U^ C 2 ~ 2 0 7A'tr~A'Z>A*fc~ C 2 ~ 2 0 T/^^r 



Cl~2 07/V^;^=^Is X/ls7 A ;*/WfrS N ^^77^ 



jfr/Htf^S'S* Cl~2 07^i 



;tfc£T?Btfe $ tifc c l ~ 2 o 



25 TV/H 



7^^/S> ^foi, = hcyg, ^?;is 7^yi> ^n^yl^ 
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^/K ^^^/K ^^f/K /~/K l>>"7* 

^^fix/K ^-T^/K ^^/I'Sfe^tJ^frfe^iPsttft^fc 

10 So 

^Vt^/K ^-^f-ir^/K ^^-^^/K ^"^x— /K 7-^— A\ 

n/K ^Vy^/K ^df-v-c^/K 'V^WK Jr-?J~=-^s y~~/K 7*1/ 

^f-f-y^v^/K ^7°^7^v'—/K ^#y s v'~/K /7-y s ^^ 

■ 

^-^^y^v N / = y-r^ 7^yf^ s^x^yy*^ Ky^yy*^ 

h !)7^!)7^ y* h 7f^yfV, ^V^yH'yy*^ ^tfVUf^ 

25 ^7^1)7^ p'ri/y^fy^ ytf^yf^ -r^^y-T^^ 
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nzK3fv\ r/b^S^ -^^v^/^=¥^ ^^"^y^^r^ 

A-;*-^^ MJr^t^^ rbyfv'/i't^ ^^^^i/^^V. 
5 ^^r^/w^i^ ^•fffX'/vjr^y^ jrWf%/)Vjr*c-s^ ytrV 

5/\ ^1-3^ ^i^/l^^S^ ^^^7^dri/ N ^^^jVJr^r*/^ isr^^- 

^r^/lo}-=3rv\ ^^—/l^^S^ ^^^—/l^dr-^ ^^rir^^^-df-v'. ^ 

^-^^^/^^r^ /^^/ut^v's y^ir^/^dr^, ? 

t^/i^^ri^ -f^-^u^-^-iy^ ^s?-~;vJr2cl/^ ^^y=-;v^^^^ ^ 
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^y^r^fts ffi/A"?^^ ytfv'/^^ ^3v^;WIt5 
^H-t**^/^;^ ^T^xir—zi^-;^ ^-^^7*-fe=/^^"> y ^-^ir 

A-^s "ff-^A^f-it^ ^O^-^A^-^ ^^V=iA^^ ^7°^—/^^ 

^^f-^V^/^^"> -^fffi'^A"?^ t^^f^^t, 7tr> 
^MB^^K C 1 ~ 2 0 r^/^^7^-/Hi ;* f/l/7;U7^ =• 
VyVW*/^^—/!^ ^^r^yjV^^y 4 ■^Zf'f'A'X A**? A 

20 7* >V7 4 -/K Kf %/As7* ~As~7 b P 7* V"/^ AT" Th 77 

^TOalfK C 2 ~ 2 0 7A'*T~A'*A''y' ^/V'l £ f3 x ^-r^/V^/l^T' 
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AO* A*:7 —A, Kf>'^;V^/l/7 c^/K h !J -7* A* /V7 ^ 7 1 

■ 

^/l/7^^;K /s7-^f;/^;l/^;l/7 ~A> t^^7^-^^7 -/K 

15 fc-ehz 0 

^KlffllfFx Cl~20 T^^/^M^^li &^ * ^A* A2ft:=-A x 
ji^A^Atft^K fA^Azft—A, l/^A^A^^K ^i^A-^A 

7js^A N ^^i/A;*Atfc:=-A, ^7°f^^^*-^> ^^^A^Asft^As 
/ cn/KX Azftc^K 7i//V7;U$-/K !7 77^^/^- A\ Kfv'/l'^ 
20 A*=A % h !J 7 '7^^^*^ fb7fv , /^/^-/K ^^^f^ 
jxA*fr~A N ^^l^xv'A^A/frcr.A, ^7°^fv / ^^^*-/K ^-^^x 

; t7 ^^^^-^s 3 VA^A^—AS&.fctJ^tt 

#1^5^114^ C 2~2 oT/v^-^/^^Si:^ xr=;^;i/*- 
25 A N 7"n^/^/V^^K T^—AJXATft^K ^i^T^A-XAJft^K 
^^^cr./i^/l^cr./K ^^x^A-XAtf^A., *rz=.jv?>;\'ifr~ A> / 
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;v s -fxi tf^/i^.x/i^c^/K -f^-^jv^jvi^=^;v^ ^.^^f-^u^/Urh^/K 

Wfj^fK Cl~2 0T^;Hi:lt *9J4>\>^ ^9/4/^ t°d^ 
15 y^f/K ^y^f/K ^^^y^T/K ^^f-y^T/K ^vT^y-OK ^9 9 

9*f% j 4^-*9 9*f% j 4^ y^-x^y-r/K >f = y /^s*5 «t 

20 ^Dfj&W^'K C 1 ~ 2 0 Tv'/l'^v'g^ W\ y * J -i)Vir^r-y^ ^9 J 

^^f-y -f^^-^v-, ~<?9 y '>f 'As**^ *9 9 s 4 y-r/J 
v v x*y -f^^^T- h 7 / ^t^^ ^y ^ / ^ /^^^ 
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<fe><5 0 

•To 

l~l oMftoTV^WIH&S*i-5o r^KojDK-THBfcJ W\ ^ 

10 m^m^^S/h £: 5 * 5 fc:8c *. 5 <D i~ 5, r^ilollfflR i~ioo 

9— j ilTfi, 0!l>Lk?. £ ft-C wr t> J: v > c i~i 0 

i/Ss C2~10 7/V^VyS, C2~107/^=V^ {l^£frl/C 
IvCfcJ^S&WlC^ (-NH-) „ -CO-, -0-> -S- N -SO-, 
-S0 2 - - (ttJfc$ftTVNTfc«fcV^#») ~ (Btfe£*l/CVvC 1 fe.fc 

^:i~i oor«»fW e>ttS„ 
^^iB^^K ci~l 0 7;v^^ylt^ ^^i/^ zcf-u^ mm 
7f7^f^ ^v^^^w^, ^HM^t^> ^T^^^v 

20 T?fe><5 0 

^^B^s C 2~1 0 7;^-^yIi:}t V V, :/n W N 

25 ~f*f-^\s-y^ ^d^—l^, -^y^— l"V N ^-^^-=1^^, 
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U — J £ LTIt Mifl 



2~9 7;^=vyS, C2~.9W=i/yI, fllfe&fr-cvvrfc 

'JDS*-? (-NH-) , -CO-. — O— , -S-s -SO-, -SO,- - 



) - 



10 *9!mif>„ Cl~9WV^iifl ^fl'y, xfi^y, 

T" h7^f ^V^^^V-^ ^'Se^^^V'V, ^T'^^W, 



^^^^V^ ^3r*y=^u^ s ^-y^-^ui/^ $-?7~U^, 



8 ftg & o T V > 3 FbI PS £ #*-f- 5 



8 7;^=vyS> c2~8 7M=vyS^ 



(-NH-) , -CO-, -0-> -S-, -SO-, -S0 2 -, - 
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'#9§iHB«fu ci~87;^vySifi, hU^^ 

fb7^^ -r^^^W^ ^/^^v^ 
15 t?$>^> 0 

* 

^MftW^ 1 ^ Y~?tj< & ti,5 x^—V—o^iT 1 o#sg|B <£>g^S i: — $£fc: 
WfjiWK Y 1 £5 <fc tf/* fcte Y 2 t?t?c $ tt5 ^^-f-©I^ 1 otf* R 7 



41 



WO 2005/020882 



PCT/JP2004/012768 



15 t"y> y /k y y k— /k y^y— /k y y y> t? p n t° y 

yry— /k #/w^y— /k is-^/^y^ 7x;fri?y, 7 » 
t'yyn'f y^/ y y> if7/pt7fy^y, t°y ^ k>tvk— /k 
y k y sv ^ y k—/k rs?y s>y* r-£^y^ fp n t°n y >>y N 
20 y i ^y* y y> -r ^ yyy h y ry y y\ h y ry y >>y, r- h y y 
yy, ^h^yyv^ t'7^/yy t o 7^y^y ^tKa^y^y x 
fyt kb t° y ^y t 9 ^ y ^y kb fc o 7-yy N ff7t Kb tr^y 

y N tvy^y, Knt-y 5-yy, fb7t Katry s^yy, ^—t K 
a t°y ? v^y N Fa tr y ff7t Kb t° y ^yy N t Kb 

25 t'U^y v?k Fn7f k'y fb7t KBTfl^y A e -t KBTiff 
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i^t Kn;*-^1J-;A- /K rf7tKnW/^ (;^-y-y y v»^) ^ 3* 
^ T >/_, w (f7^7^/y^) > i^t Knf 7^y> 7b7tFofT^ 

^ tf-^-^r >\ -y v k y >\ -fy^>-Ky>\ 

n^y y y N fc Kn^r/ y S?fc Fn^f y=3ey y ^ N 7b7t KoW 

y^/ y ^> t Kn>r y^y y v. kp7^7^> ^b7t kp 

•?-yfyi»\ /VtKPt7fy^ fc H p y f% rh7t 

tFp^t N /y^ /^-tKpwy^ rb^tKpfppfy^ 
-yti KP^yy y ^ rh7t kpvw y v s t kovw y ^ 

t Kp/<y/^tv?y N i?t FP^yyf 7i?y, tr^sV 
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m^^yr^^> (2, 3, 4, 5 -r b 7 fc Kn - 1 H - 2 -^y^ 7^ 
fc°>\ 2, 3, 4, 5 -7 h 7 t Ko - 1 H- 3 -^y/7f tVf) x S> 

5 ^-^f-if t?y\ rfytKn^/tWt'y, i?t Kn^;w^/-;K 

t KaT-^tf y-f y FWK fh7t Knfcfyyn-f y^y y :/ s 7^h7t 
10 Kat^/n^f JJv'y, i?t KoTf tV^y^y^/K ^ft Fn 

K— /K x h 7 t Kp ^f-^y ^ K— /K 1 KP^yKUi;/^ 

15 yK^/K s^t KP-fyKp^y/yrft'y^ t^^tFo^yKp^/ 

ys^> ^^riMi Kn^T ^ ^y*t°y y K-;K -^MMs Fn^aafT 

if tv-Y yK—;K rif^tro [4. 4] y^y N ^-^-^if^ifn [4. 4] 
y-r-y, ^-^f-Tif^fn [2. 5] ^y-^y. rif^fn [4. 5] V s ti 

V, 1, 3, 8-hVTlf*K°n [4. 5] 2, 7-^T-T^t: 0 n 

20 [4. 5] "T^iA 1, 4, 9 - b y Tif^> t°P» [5. 5] ?yx#>\ # 
drf-if^t°n [4. 5] T^y, Tif^t'n [5. 5] !7 >\ TlFlf 

-yy-n [2. 2. 1] -vT^y^ Tlftr^o [3. 1. 1] ^-f9ls^ T 
iffiy^a [3. 2. 1] ^"^^^ (8-Tlftr^n [3. 2. 1] ^ 
^r^jS) N Tiftf^^U [2. 2. 2] ;^*y (2-T1f tfv^ P [2. 

25 2. 2] ;^*y^) % Tiftfv^n [2. 1. 1] ^=^-y-y (5-Tiftf 

yy-p [2. i. i] Wmfbfr*. 
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ilAtim [C3~15©^iiJ flS0*b< % TC5~ 

i2©^fcfj:z^iij as «fc t> 0$ l < x ^^if^s -fy^y, -r 
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\%, a @ag /3 BBgOJS^Tfe Sr*-fo 

15 LV\ 

*38W-fb^*«>*i: ttft 0!l*.fi£* T/v^; y (# P f y # 

* 

25 mm., Jg^HftSSk ^3.^^^, y-r/vmm, -^Wxlfelft. ^s#^t^ * 
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10 &rV^„ — (I) T-*$Hmi!i©^ K7f^t b-Cft #ijx.fc£> 

(i) T^£*t5>fbi^WT^/S£W1-5*§'a\ r^/S^r^ 

=■ Mb> (5— t^tv— 2— ^-^y- 1, 3-^yvy-4->f/i/) > 
15 b ^#/i"#~/Wb> rb7t K077 =/Wb> fay v>/i^ ^vWk 

/Wb> r/v^Wb. y tfp^bSftfcfbfrtt (M£.kf, — (i) 

20 tv^P-T/Wbs i^v^/Wb, y-^VMt, Tv—Mk, 

^/i^/w^-Mb&ttfcfb-^^) ; — fl§5£ (i) -e^^tts-fb^^^/u 
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y— l, 3-^yvy-4--f;v) ^^/i^;*. TV Wis. X2^*ci/;v 

©ypK7j/^ ^mi#J£ 1990 ¥fiJ ris^o^j ^7t r^^n-j 

163-198 H^iB^ti/rv^J: 5 £\ (I) ^£2x6 

10 t><fcv\ 

( I - A) 

( Rl ) m (( ^3) X Y COOR24 a " A) 

15 tziioTK^^tbfcC l~8T7^ykS%^L. ^0{&<£lE^teliiIlE£ III C 



— JRA (I -B) 




CONKER 26 a-B) 



20 ^S^fc«l~2^^>7k^S*fcttT 5:/St-<toTg^^ttfc:C 1~8T 

•^tz.^-m^ (i-c) 
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(r'4 




CH 2 OH 



-jS£& (i) 



5 O^NFP^Sfett (SlP^ft (HlIEDG-6, j5tl<ttEDG-l 

m-bi&^fc&yoxfoZo z.*ib<D\fkWtemm&t ^xmrn-rzichtz.^x 

yK-t?^ (^17j&) „ ^vMCo. fctiJK (The Merck Manual of 
Diagnosis and Therapy (17th Ed.), Merck & Co.) #Rg] 0 

— ( i ) x^^fi^mm^mK mm&ti.xmmxh&z.kn. 



15 ^ tt^lT't !) fF«t 5 r t ^5 1# 5„ £fc N (I) X 



v^^te, #i|;tfc£> r^/^ ^t-m ^ tf i> 

^<^^) j „ msMWttt, 1998 ¥0 6 n&ft\z%M<Djm*$\z£<>x 

(I) te^«>©fctt«ri¥ffii-3^»as 

25 fb^&«r*&3~5mgiBI»>St?K 3 7t[lttL 
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AiEfl- (0.5% (w/w) <D$ismttWt (v^-^tt) *ja*»n*jtiw*.T 

P$£ bfc„ ) > P H7.4 g«$ y ^mffiWi* 4 fgtffr* b-C^^ b 

fc„ ) > p H4.0 1« ir?y*cJVs^^WffiWe.% 4^*«?UTWIS4Lfe„ ) > 
Tfcfe £ tMi3S&&7k) ^^il l.Bm g /m L O*!^* 5 «t 5 teJn 

t5, 3 7 °c o m ?a t -c 3 o^m#f, -yjivv— t vx 

DISMIC-13cps pfclgir/l'n— * N hydrophilic N 0.20/im> advantec) X*?> 

It tt.m.) te«fc»?S!#U ^®Hfr£#>%N (2 0mL) 

15 £/i5l^-C> iliPS4t5 ( 1 O 0 m g /body) „ 15^, 

(10/igAg) Srj&fi^lt (i.m.) t!i J: 5 tft^-f" 6. TO 
-fb^SrS-^UX^b 1 5, 3 0^\ 1> 2, 3. 4, 6 N 8*3^101$ 
IHtfcJcSWoLb* rtf=M);^ftHlU n-e h^^-f^- (1*3 

20 ©fl^MW&JBV^ iifltftlTSi (AUC, m g • m i n/m 
L) „ *ffijtL£ttF>ft& (Cm ax, n g/mL) Irf fe5t i^#5o 

(II) ^Wfb^©^TSM48f#^»^ (1M h^^vanjg^) 
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9 6 h ^ 10%9 VflfrJfcjiMtSr^t? EPMI-1640 i# 

j& (£AT. RPMI-1640 tU&IB-rSo ) *rfflV>*t\ 4 0 n g /xn L ^W8S Ufe 
y tftf V -9- y *r 7 << K (LP S ;Difco #3120-25-0) „ *5 «t tfttORf b£* & 
RPMI-1640 Sr. *m 5 0 j» L«J-rSo RPMI-1640 SrfflV^T. 2 
X 1 O 6 cells/m L t£fi|gg tfcTHP- 1 (^CB «£|£#06-202) 3 
10 100A»U 9om 3 7W^a^- (5%co 2> 

9 5%A i r) !HX-mm*n 0 o «Ui»SrHltKU 
f:TNF-aMEL I SA^ix h (Invitrogen #850090192) SrfflV^TM^ 

is i-5££as-c#5„ 

IB** (%) = {(A c -A x ) / (A c A B ) } XI 0 0 

A B : L P S&MMT-WWfefe 

A c : LPSt®T> fc<g4fij##a=TWS!lJM 

a x : l p s^©Ts tei^^TwMJM: 



(IC.ofi) ^m-i^5„ 

20 CWtfriKl 

»«t Ufc5|5fl|jfiLr±> RPM1640 (GibcoBRL M) KX, 9tfflh\£ 1 
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m^m 9 6^u— hteyntnty-f-vAj-f k (lps) m o*i 

llOOng /m 1 ) (Bacto W. E. coli 05535; DIFCO Lab.SSD > ttffltf b 

-a* <omwi& x x$$f%ii&km *ma-r z> . M-a-#> & 3 7 °c -e, 6 n^n^r ^ 

5 NF-ol4i^ EL I SA^rs/ h (R&D system W) ^m^XM^T^o 

HPS tii© T N F - a ftcoHSr iOO%i:U WMk<[&Qo<D 

(%) §r^*> 50 (ic 50 d &nm-rz>o 

10 t n f - a mzmmfs&offlfete* uztoftoMM, ^mm^mmm 

mi2,707K (1994^) JgJU#0, jICm) IBttO^ifeSrifiSafeft LTfr 5 - 
i:*S"t»#5. fllfcri* &m-^$X (BALB/c, 7MS£) 

ftSrtSHRrtS-^U/t^ LPS (100/i g/^?>0 (Bacto W. E. coli 
05535; DIFCO Lab. M) SrflfflBirt&^-t-So LP S«J#9 
15 Asffffi^teXWRttllMX. *> ^ V >Mlh%:WM L> tct^-ib^skm^mm L, 

LISAdfj/f (Genzyme #M) SrfflV^Tff 5o i^Si t L P S 

jfiL^TNF-a*(Z)|ISrl o 0%t L s aBfcted*©!!!.** (%) *5J:t* 

5 0%Pl$ii (ED S0 ) *#W*t*5. 

(4H4C5 7BL/6) mmzmm\^tcmmk&vo*&n& J * 

L N 0.5 f&m&teV tftfV y-yXyJ K (LPS,055:B5,Sigma) Sr6 0mg 

25 S^t6 0 -TvWftlfcT, IK*fP^IR«fc 9 ^ y ^P^iflL^rfTVN. 
4 TCT* 3 ftffl, M'bftM (12000r.p.m.) &ff?~k\Z.£ 9 «^#5 0 # G> 
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♦ 

ELI SA^yb (R&D systems) & m^X feAir % 0 

7 -y b tZl j3 tt 5 T N F - <* jg£lljgfgj| (M P 

*«&iiS P S# U 2 B^^H- y P y # 7 K (LPS, 055:B5,Difco) 

Sri 0 ix g/k g ©lit« rtS-^-fS (#P5«) o *N$iB¥ 

—AO tftfI©^SrgP8!4t5 (5i) o LPS^I9 0»^7 

}vuwr\zm^x^m^ ^mmM&fi^ ^>x*9tm U2,ooorpm, 

3m in, 4*0 tSl «t 9 lfojt£r#5 0 #bttfcik^^^W^fflB#*T'- 

8 0 °C-e$:#-£- 3 o ifiLi^:c|3<^> TNF-a(i, Genzyme/Ttechne t±(#105 16)<£> 
ELI SA3r$> h<SrJ^T5£:*-f-5 0 

t n f - a (om^mMmm-Xs ^To^«t<9, mm^ (%) ^i/rism 

H.^^ (%) = {(A c -A x ) /A c } XI 00 

A c : LPStilTv fc^#«-5>T*TOWJM 
A x : LPSilT, ft^ftfi4T^Oi£« 

m^flfc^f-'l' (09*.H» IL-1 N IL-2, IL-4 N I L- 

5, IL-6, IL-8, IL-12, TGF-|3, -{y^^7xayy# 
OTh lglfc^VMiTh 2§IlM h*^) ©EL I SA^y 

MfLtts — A*- 12-5: y ^x— b- 1 h (PMA) s 

ay^t^yyA (Con A) Sr/Bv^r-t^teitK SH5£i-£££}&s 
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(m) ^m^mco^mmmmm^ (mm^M 

10 <dM&<d^%M?& U 32 0 , 7%fc°^y/^tip K (PC, MMfcrfttM. 

cat. C0307) ^ A-^&O.lmL, iij^^^:®^^^ W^&ffl 
-f/H^-Sr 0.02m L/?fo, \?^y Y^^*m^xmML>. ^r$*W& 

■Mb*£*fclW:* 0 dilute: 0.5%^^-/Hr^n— ^^^m^U ^•Hl^P 

^*5, ^-?*r^h \JX\±\?t JJ^a!) K<£>ftb!9 ^ N 4 h^vo^t^ 
- 2 -7*=^- 2 -^-=¥1^)/ P V- 5 (4-ETHOXYMETHYLENE- 
20 2-PHENYL-2-OXAZOLIN-5-ONE, If o i/) ^SrJBV^ r £ 5„ 

^r?* ttlttBa lb/c) CDH^^y # ^Ti^ U MUfc7% (w 
/v) 2, 4, 6-f!J = bD^cp^yify (TNCB) x^/-;« 
25 (1 0 0 /*L) SrfW&U ^SrfT^o ^b7 0f, ^^S^ (tf^ 
P5<B!l) fcl% (w/v) TNCBtU-^^ (20aL) SftUtS^ 
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sVfcav^ ttmw\zm?tfi (20 jud i~% 0 nmm\^nmm<D^m. 

Dialthickness gauge (Jlll^^iff) &/BV^T-r#;*:?:frff£r$!i5£U 

5 DTH^^/i^cD^^itt©^^-^,, 

&3o N />/r y i LTfiTN C B D 1C X 4 — ^ ^U^- 2 

— 7x=;U- 2 — ^^r-tf-y 9 ^— 5 — ( 4-ETHOXYMETHYLENE- 

2-PHENYL-2-OXAZOLIN-5-ONE, n y) f l:ffiV^5 ^ i tT#5 D 

10 [H^fe] 

-v** (J$H4B a lb/c) ©3<fr (q&TOffiU) 1-1% (w/v) TNC 
BSSSK : ^-y-^=4 : 1) Sr^fiT (2 0 m L) U #JHUi# 

• ^rft5o $tftfah7 BflU ^^^^^1% (w/v) TNCB (Ti?h>: 
^V-ym=4 : 1) ^Sr^fiT ( 2 0 ju L) -tZ>Ztfc£V)m&&n5 (D 
15 ayO) „ $fe}uDay 2, 4, 6 N 8 N 1 0 s 12, 14, 16t, Da 

yot mm^m^m v m-r a mkit^m\-mm\^mm u tncb mmm 

©*&fc*r*-a. ^^b^^#©i£HU*5j:t) ? TNCB^2 4^m^> 
Dialthickness gauge <MMUttffi) &/BV^^£;*JP:*H¥£:$!l^U 

jfe*3 % /^fyiLTIiTNCB©^!)^ 4-^b^^^l^^-2 

2 -^-drf-y y 5 —Jris (4-ETHOXYMETHYLENE-2- 
PHENYL-2-OXAZOLIN-5-ONE, Ir^nis) ^SrffiV^S ^ t 5 0 

25 MfflHiabm 
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5 4^fc«oWi: tT 0.5%;* ^./i^/i" n— ^jjcjaWSr-frlfr 3 — 5 

-rs 0 2 m g o^ium^ ^ i~3^^ifT ? ^-#^Srffv\ *?v*(DWL%m 

D N F B jRiB&Jt jfe BN7>yf<Dg 3§4$j§£ ff ft ^M±^jM^ 
-f^^ls • SiVfx.— (BN) 7 y h©l^(il 0.3%^= f o 7^0^^ 
10 (DNFB) &Rmm?(fiVfcft0k$:mt&£ltZ>k> £Bte&#fxft<Z>*i 

15 JS^^i?bfc 0.3%DNFBlrMt5 o ^i&j&Pi: tt7t h 

-€:©^PS0-e3|Bloife^S:|ftO5gi-„ 4 m g 2 4 ~ 2 7 B#(?m^ 7y 

20 3 0 3^6HISMil 2 ~ 4 8 •■|*MI^«» ! ftP^^f*»ll8-fe tt 0.5% 

^ f/Hr/wo- *>fc*g?£3rigp jft-S-i-So 0.5%^ W^n- 

25 [IHtJfrife] 

C r j /n— h W *H±*/i^e (6 fc> * l K:*H-^MIT*#P 6 T 
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As-f%f (ovalbumin) Sr^i"5 - t fc«fc 9 > 7 V^-tt#^*f^ 



0 






0 


0. 5mg/0. 5mL 




2 


1. Oing/0. 5mL 




2 2 


0.1% 4 0 ^ L 


mm mm) 


2 4 


0. 2% 4 0 n L 


mm mm) 


2 7 


0.4% 4 0 ix L 


mm mm) 


3 1 


0.5% 4 0 ix L 


mm mm) 


3 6 


1.0% 4 0 ix L 


mm mm) 


4 1 


1.0% 40/iL 


mm mm) 



5 Y^yY X^Mrt 5 . #Mfe<b£**5 * WASAlfok & P» t4 0juL fo ^ 

#u i oM i %IPfl7/^^ y^MflJ^ 4 o /* Lf o^ts, iper 

15 [Jttfcfrife] 



76 



WO 2005/020882 



PCT/JP2004/012768 



8 »©l«ttDA7 y KSLC) ifeffiffl U £tftSHHJ<K 24 + 21C, 
fig5 5 ±5%, RPjU 0 1 2mffl^J ? MzAJlffifcffl&ZtlfcMya&X 
fiW-t-So Sb«bfc^ B»M3N- (CE-2 ; B^VT) *5«fct*fol7k&£ 

37- f^WfaW^ ;#K-41Jot.ll214, C I I ^R&i~ 0 ) i7n^f 

^ K©^^kT v?^^ h (adjuvant incomplete freund, DIDCO #0639-60 N 
&TFs I FAtPfeto ) £rfflV>T N C I I : &3g&£7fc : I FA£rl : 1 : 
15 2<DltX*imiVti&, iftMl ( 1 ^fpSPS-T? 2 0#X 3IU) (CT^^/^v 5 
3 J/'&WiH-So i©^^3^ (0.75m g o f CI I/mL) Sr^y 

0.15m L(D|^^^/^ a ^^JllSlfP^rtlzitS-^bTMfS^Sr^i-So & 

U5-~$-%><, Mifi^©W-fiffi{*> Osterman T. et al. (Inflamm. Res., 44, 258-263, 
1995) IMNfcwe&&* = Tffc;"t-5o £fc, ^W*^ — 

* — (UNICOM, TK-101CMP) trfflV^^-^©SS^SrS!l^-rS w k& 
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itDBA/1 J NC r j ^^(^/f/I I 3 7^^yW5^ 

0 ^ P tftf V -9- V U 7 -i K (Lipopolysaccharide) §r2 5 ju g/0.1mL/ 
mouse <Dffi*X)gI£l*]&-^U K@5^Sr^M-t-'5o 1 0 B B te*D8E i: KIR© 

^b'^te^A'© 0.02m o 1 /LTK^b^" h y ^A^^^?bfe^ N ^ 
WtK b/tt^SrU^yf-y^^^K (Lipopolysaccharide) 

3 o#fltr»>e> 1 B 3 0gq84t5„ 



10 HUtfrjfe] 

7 31#© Lewis y h % b < WH*7 y l» &JBV^WflH-3. 

^ 3/^^-7" y $&'7<7'V #J»t&ffiM& (Difco) 600/zg/lOO/xL^r 
20 f 5 0 

7Si©Lewi sitt^y bSr/Bl^r £^T?#5 0 7yh£fKM 
A7*f 9 (Difco) 600/ig/lOOju L5r#&KfiHfc&rtte 
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10 cui^ife] 

?f-=3r (litttKb s :NZW (Healthy) £r 1 MHHi^W bfd 

!)t^i?7^^^2%aifl (0.05ml/kg) ^rlSWSP^T^-^ 
U (20mg/kg) IrMttlrtl^^tt, 

fc&fe<Dm<Dftm<D±fe&&T$MW&&mMWimztti,x 9 o° k 

ffi&. m%£*^V5'f-Z>tz.#>, MUk^-^V ?A (5000U/animal) 

*5j;tJ«^^ bWWW ( 1 0 0 m g /animal) 03 
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/v&nm (40m g /kg) ^^mu^wh\^st^xmw 

j^ff^S^^ *t)« (vehicle) 
ttM*V4 V TAX (Williams) <D#mJ£tfc (EXSAS^ Ver5.00)-efT 5 - i: 

Lewi svy h^rffiV , »"C > Spinal cord N ^fcf^MOG (myelin oligodendrocyte 
glycoprotein) #@^^rfflVNT. ^6<JT W/i-^-'ftM^^^ 

25 5 %mmt®6&: ^A^m-r z> 0 y^/^^^mwr. utttsD (cd) 
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mgiHi^TNfA-t-So #PA«. 5%%m®m (0.25mL) &3:Mt\HKffi 1 0 
if^/i^ p/yf LfcSOmLOH ^K&i 



(mm 2 ) &WfcAWffcJ:!>#ffi-*-S. 
TNB Sjjjgjdife^: 

15 yA/^yf/*^ (cd) iGSMy-yh (7Mfp) <o%l 

AU 5 OmgTNBS (2, 4, 6 - h^fo^^*^) / 
2 0 y -;l//0.25mL/7 y b &>&VM3 2 0 / — /U/0.25m L 
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^^h/^tf^— sumWPTs Syrian ^£1^ A — (6~7il#) ©JOT 
/k g) &Jzffil&Pi \ZLiBLA U 3 O^flXF^^^ y ylf^UT^C^Sr 

5 §tj& 1 8 mm *tr*3 «t i mmwi t , mf^6mmm(D?\-3mmQ^ir^ 0 m 

l#fWuftoT§]|iL, JiiWl*! (5ml) T*Sfe#i-So §3 

misttmz^MWi&is, m^mm^*wm-fz> (Miiixioo/^ 

DSSi:Pl&l3i-§) TK^^iS^Tk^^r^o tfaklflM^fb l Bgff^ 

15 : O. #C0E : 2. : 4) UiW^ar (jE^T : 0, ffiifr : 2, 

ffljfc : 4) (D&$YX~M-mi- 3 o D S STfc^tfcfc 10 0 7VH#|£Ts 

— 8fcit&£: $ ^fcM^ * (BALB/c, 7~8jISp) ^ #®iS<£> 
KflR-fb-fi* * P S-^-f 5, 3 0 # 9 ? b f" ^ f (Galactosamine) 

(700mg/kg) fci^LPS (lO^g/kg) (Bacto W. E. coli 
25 055:B5; DIFCO Lab.^) JB^SftSr, ^P^^# U fffl*£«:?Kj&i-5o fc*5. 
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10 



25 



7 ntffim. ^-T/^iT('tiai«<t 9 , 



[; 



ffi2 4^B^Ufc7^ h^Ts ^^h^/WtT^— (40mg/kg) Sr 
I^^IIU y^y^y*^^ K (LPS;0.3mg/kg/h) *3<t 



15 Hiiin^Srfr 5 



^(D^^^—^ (Fibrinogen, FDP N 



jfiL/J^K*^) s (GOT, GPL ^l^rf=^ 



BUN^) SrtH^ra. £fc, BfrSrlfffflU 



(iv) &m m^m<Dm^mmm<Dmm^m & «t t>v £ temw-tit 



m&b Ut», thy i"«3§ £ 36Mfcll 



LlMttLfcCYP 1 A 2 



|^ny-A (Gentest) SrffiV\ **asKfcW: 3 -VT J - 7 
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^vJJy (CEC N Molecular Probes) V ^ 5 0 

fiti&'Wib LTte\ CYPlA2«^oy^ (0.05m g /ml) . 
MgC 1 2 (5mmo 1/1) Mt^NADPH ( 1 mm o 1/1) Sr^tPs 
V l^^MWM (10 0 mm ol/K 200ju 1 ;p H7.4) £:fflV\ ^(D^ 
5 E C (ft&ttft 10/jmol/l) % *3itJW^ (ft 

•ryyy=7^ GfttUU 0.003 *5j;tKo.oi/imo 1/1 ;^m^) 

3 7°CT*3 oamRj&S**. £K<0ttllf*b©3c3te3&£ (E x = 4 0 9 

nm^ Em= 4 0 9 nm) £ $!l 5£ S ( %k % tfe ttl % : Spectra Max 
10 Gemim(Molecular Devices) ) 0 

(%) -eiW-e££ 0 

b HCYP2C9 HigF'ffcja 

15 teilb©*^ (WfaWM, Xenobio. Metabol. and Dispos., 16(2), 115-126 
(2001)) t teWJei»«©lftl-h*J J;tf/*feW:WJe««©afcft#«rJP*.5 
£ i: <fc 13 , C Y P 2 C 9 IfiSigteSrSMrctr 5 0 

fchCYP 3A4Kg^ 

20 - cyP 3 A 4 <£>PS.#f*®^CO WC 14 V DEUG METABOLISM AND 
DISPOSITION. Vol.28, No.12, 1440-1448, 2000 teSBfcSfrbTV^S^tfe&Si 

Mx.wtx y i'Bfe* y * a^®^ ( P H7.4) (mnm^ 2 0 omM) *5«ttj« 

25 !J y (7-BQ) „ ft^4 0/tM) „ W^ny-A (fg— 



84 



WO 2005/020882 



PCT/JP2004/012768 



BJfcM&Wi 100/il tr8s;to b/c 9 6 V^^u— h Tir h=-bV A4* 
0.8% tC7KT?8iitt Lfc#Efcte^J|fc«8fc3: 5 0 n 1 ^Jn U 3 

FTf-^^ l/^-^Ky (NADPH, 4mM) 5 0 u 1 %%U?LZ> 

—jV (qumolinol) trUMStS (excitation wavelength) 409nm N 
SfcK (emission wavelength) 5 3 0 nmT«t5, la^&^CSU- £oT 

10 $mw/°) = [i- { mmi^mm-^y^m.) / (^hv-Mw.-^^tm.) n x 100 

H bCYP 3A4llfl 

H e p G 2 MJ&i-±, — i//l"M E Mi#%T — /V (Minimum Essential 

Medium Eagle (Mod.) with Earle's Salts without L-Glutamine N I C N^fc % 
15 ^fp#-i- 1210254) fc. 1/10 0 £<£»T -^MEMfli^^lT 5 J 
m (Non-Essential Amino Acids For MEM Eagle (lOOXX I C N*fc. 
#-5§- 1681049) s Antibiotic-Antimycotic ( (100X) , GIBCO $£ P a n# 
-^15240-096) % L-W5V-200mM ( (100X) , GIBCO M 
25030-08 l)fc J;t;i/10i©!> v'J&frlfitfft (Fetal Bovine Serum v 
20 Sigma M#-^F9423) ^rTOUfc^ (MEM (+) ) fcfflV^ 3 
7°C, 5 % C O 2 ^f y ^^-<-^ -T^it§, 2~3 0^— ^itJfe^m^rfT 

H e p G 2 2 4 b (IWAKI ^p°o## 3820-024) \Z. 5 

25 XIOWMEM (+) 500mL/^/£5J:5^U 3 7°C. 5% 
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2 4^l/-M^fclJ, MEM (10 0/iL) g^p^bfch 
PXR^^- (lOn.g) N CYP3A4^^- (200ng) $5£Xf 
pRL-TK^^- (2 0 0ng) Ufc*#fc:, ^feP^UfcT f 

5 x (Sftjfti) -2 0^m (0.75 v L, Promega*±, jRft##B239U IR& 

g-TS (DNA • !) JKV-^») 0 2 BP^i#*bfc$BJ&£r N PBS (-) 

-eim^bfc^ (i:*£>fc«9 lmD N wjRbfcDNA • y*Ky— 

^ (100/iL) &«&bnu iu#HS> 3 7°c, 5%co^y^a^-f 

10 MEM (+) (440^ LA) *5 «fc XPSSfti (l%DMSO 

Sr^tfMEM (+) X'1fe$kM<D 1 0fflP»z:W5Sbfe:t>©. 6 0 ju L/^) SrSs 
JIHIU 3 7U 5%C0 2 ^y^ a ^-T*2 Bf B 1igtf5 0 
»2BFIMtfc»^ PBS (-) (lWcnmL) T? 1 Hlgfe^ 
Lifc^N jBBlfiigfl?'* y 7 r — (Passive Lysis Buffer (PLB) N IOOjj 

is 1^/90 srsamu aare 1 5 ftm&>±wcm-rz> mummm . wasL/t: 

ffll&iSflNR© 5 2 0 ^ L/:ft£r 9 6 5^17^ h^°l/— b (^— ^isam^r 
— fr. ^fptt2 3 3 00) l^L#^ /l^^/^— H/l'h^K^ 
-r^^tk Microlumat LB96P) ^rfflV^T. Asi/y ^ y — £T y^z^i f&M n 
(Luciferase Assay Reagentll (LAEII) N lOO/i L/^) ^r^B^2~l 
20 4$PNk * h y^&^n— (Stop &Glo Reagent. IOO ju L/W 

Jp^2~l 4#K N #*<z>te3*383fc«:W5£i-3„ «Sf+^HI (plb, lar 

3.T /W— /V^7 ^ 9 —if WtK— T" A (Dual-Luciferase* 

Reporter Assay System, Promega i^fp^=-§-El910) ©WPJffct 

25 5 £ <fc o Tfr 5 „ 

CYP3A4tfWt R§t£*tJ®^£ LTD 7 7^^ (lO/zmo 
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1/L) W©CYP 3 A4i|g^g14©_t#£rl 0 0%t UT^*t*5 0 

(V) #3SWffra**©«te3W^»* 

«^B&ltm#s 199l¥fll) »4*J ^|Qtt©^fe^o-C|5Mlli*t-a 
6it#OCr j : CD (SD) H-> tt^b^Sr^HH^flRrt 

7*3.— (Dx-ioo, tilt, x>-r^mtimT^zf 

(AP-641G, S&ytm) Sr^bTlfiLjEESr^fcl^^L^fh^^ix b (AT-601G, 

20 ^^o^lij^M^bfco' 

Z o u th<Dl&& (^43-7 4 • * 7Vl" (Biophys. J.) , 7 4t, 

2 30-24 11(1 9 9 8^)) ttt&V^, t h ether-a-go-go-related gene 
25 (hERG) &jfi*l3B^LfcHEK2 9 3 $BJ3&£r/i^T N USM^^KWL 

< f¥^@^/^t<toT^$^s hERG i Kl mu<Dm^'r'-^m,u^ 
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5 —ti&t ( I ) £ ft3#3&W.f&6*Hu ^ftlO^&U M&Ji WO02/092068 
^-/-?:/:7 ^^-ferx S'^-n^a ^^r— v- 3 (Synth. Commun.,) , 

3 3t, 19f, 3 3 4 71 (2 O 0 3^) v 3^/^^ • t-^f= 
5/ $ • f^^^f-^^a^ 2 Kg) (Comprehensive Organic 
Transformations: A Guide to Functional Group Preparations, 2nd Ed.) 
10 (Richard C.Larock John Wiley & Sons Inc.(l999)) *gK%dM<Djj^ th 

J: 5 ft^i: UTte, B&ISbfc— ^ ( I ) ft S LTIB* 

15 Lfc&^riSJBV^ftSo 

— «f^C (I) ^$ftS^Wb^o5*>> x^S|Bi:Bft*Sr^MxT«t 
i^LTv^b-a^ -f-ftt>*>— m& (i-d) 



( R 1 ^ U- A Y) X' O C B -) Y COOH (I-D) 




20 te(&iB#r±*&fB£i^ci^&*-*-o ) ft ste-^w^ ^~n^-r (D 

(1) — «5S (i-d) -e^$ftsfb^4fc^ — jRs*; (n) 
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jRst (ni) 



HO 




077^ r-feb^Mj/K ^<^v N 7^/\\&m cry 

i/JjsVtS vgfe^zc^vV' (DEAD) , 7y^/^yi^ yzfn tf/K 1, 

i' - (r^^M^/v) v^t^y i,. i' -rytr^ (n, n- 

WO02/092068 f/^7Vy MC|3ii0^5fe % -ttHcJptfc^ifeS3 J;V/**: 
15 fi^n 7^ 7" ^ • #a^-7?s . ^ ^ . # - 5, ^ . i/^-fe v'^. (Protective 

Groups in Organic Synthesis) (T.W.Greene ^=F,Jolin Wiley & Sons 
Inc,(l999)) Kmm£tlttW;%m^Tft5 ^^^5. tf/l^^VgOfl* 

20 (2) — ^ (i-d) ^Sftsfb-a-'&wu — jRsfc OD 

( Rl x — OH ^ 

(IV) 
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COOR 28 (TV) 



(5£tK Lte^o<i^JgH\ *?:/x/i'yfr~;u3-3rism (OMsI) N Y/v 

* 

^•^^/U^s^/U^-^-iy^ (O T si) N hV ~7 JVOrv- * f ^^/U^^/^^f 
(OT fl) > T/^/^^-Ss TtV^/VXjvy 4 TiV^rfV^ 

mtm^M^^-to ) fcsv^ — ftca; (v) 




(m) 

(m) 




10 

ssarc-£3o ^/wb^fi^T^ > #i x. ^mmm (n, n- 
Tivm *k T/is* v 4zm<Dim.ttM vm^r im-it* y 



^^^7A^)^fc^^c»7K^fe6v^«^tte>o^l^#^c'# ; ^ET^ o~i o o°c 
—ma (i) x^$^*M^fton> Y2>S 
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10 



Y 3 - 



— N Y z 



5 1 ottR 7 i-Ufc^o^ 



^tt^«3;v\ ) T-fc5fc^#u -i~fc*>*>— Jft* (i-e) 



m 




CH 2 — N Y 2 COOH (I-E) 

R 7 - - '' 



0&4^ "f^T^iB-^fift&IB^l^Cit^^i-o- ) 5 testes — 



^ (VI) 



x m 




Y 3 — CHO (VI) 



ti&t (vn) 



[N- 

l 7 
R 



.28 



coor (vn) 



t»*«©^©tt*©«#^b3te««a^iftiio *K ^mg& 
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— m& (i) x^£tiz>^wfc&m<D 5 y& 

. Y 1 N Y 2 



R 



5 (i -f) 



(r4 





COOH (I-F) 



j$5£ (vm) 



( Rl tr 

% 'm 





(vm) 



10 



j$5£ (IX) 



L Y 2 COOR 28 (IX) 



v^i— (x) 



15 




n 




(X) 



jttss (xi) 



l 7 



28 



COOR*" (XI) 



R 
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15 



-tv^d t/i-ij v &m<D&m4kyo (*.mt± hv?j». ^mtn v * 
tk^^/^!7a#) t>b<«^i£ a*^-hy^> ^^y^, 

10 —m?£ (I) T^$tb5^:|§Pm^o5^>. Ytf* 

R 29 R 31 
Y 4 N C C 




R 30 H 

©!E-5§-teiifF!B h P3 Cf!*^gto ) ^feSfcl^K i~^^*>— jtts* (I-G) 

R 29 R 31 

( *Ht"K A ii— x — t" B j-v 4 — n— ^— ^-cooh a-G) 

^ (xn) 

( Rl t-^ A )H x — £ B )— y4 — ■F ^ 

20 (xm) 
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R 29 R 31 

C=C CO OR (XIII) 

R 30 

^K^*5v>t, m&t \^xm^bnz>— jr^; (n) ~ (xm) T^frS 
tfy !I/kt ^ h\ ^y^Pt'i/^, ^^-i/^^ij =r— ^) 

S 1 P^i^ffc (^EDG-6, 0£L< ttEDG- ljo.fctFEDG— 6) 

^tg^^ri-s^-a-w^ &.mmm\tisxmmx*h% 0 edg-i©^ 
25 — jhs*; (i) X7jk£tiz>*mwik&m, ^(o^ ^(DmmnVos £fcf« 
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4 

x^i— nans y mmmmtsmm) , rw^-tfe^Ji. irv 

— ft&t (I) ^^ttS^PJ^^s Jt£5£ (I) t^^HS* 

?6^JHn *£#2f2fc, ^3^110^ £9 lift 5^, J^A-A^ 
fc«9 x — H]fc:o£\ 1 n & 1 0 Omg©iit— B-Iil^&f lalgPS 
#£*L6/&\ •MfrfeJ&A— AiSfctK — HH£0#, O.lng^bl Omg©g 

(i) t?***b**»wfl2'fr*, ^ (i) 

x&it&vii t ®><DmM<o&mm segues ^ r * © ^ 



95 



WO 2005/020882 PCT/JP2004/012768 

-u&m) , mmrnrn (^^='-x^ ^i^w ^^h-/K ^> 

25 y h—/K ^y^y /k v/vb^, ^wno^, y^s^ 
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y ^U^P -r^H*— ;* % M/AB-^, y 
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7/1^ h*-*> 1 — /K ^ixy 1 — A\ ^P^y /K v/Wh-^, 

«s mpau mmttffls ittim. mvm. Jtmnu &&m, mmm 
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#mn& J *<orz.it)<Dfl~mm<Dmma^ mz.&* mmm. ?*m. 

* 

.15 tK*^ (il7K!7i?!J >\ &fel7-fey >\ 1*^7/ V i/s «Htt^9 7^y«) , 
20 -»*fer±2:3«K±:*»frU-CfflV^ fettS. tiMlftk gfJtfb' 

ra<2^ftl*)5v^ttii^^r^feffl$^^Tv^*t>o^ba^itu^ 0 M^.rf, ffi^r^ 
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—/v- ( 2 -^VA^»3& y — /K ir*y — -MB . SMfcSW OtfPd-'frf^ 
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rf*t5. m*-& m^mnu mm. mmmmm. ^rnn^-M. n>>&ti&± 

US2,868,69 1 «k IF US3,095,355 #fcf£ b < $ ^bT V ^ 5 „ 

* it tt*tiu±<Dmim9ti:fm \zt&m. mm* itn%it £ nxm v ^ e> tiz „ 
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y t>^^) N #ffi^t4^iJ oa* y y/w<— h 8 o > ^fryy 

20 (*y #>^tr~^y -^-^) N ^wsiiM^^^Sf^CTjiliii^b 

25 TilitfliRLTPi^frSo 
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* 

#»k nsmz <t v wets £ mmfo&^tz. & <Dg-m& £ 

(i) xm^n^mmit^mt, 

uses* (i) -e**!ixs*»wft:«d**3feK:s#u m<omm*mz.®i j *vx 

25 Sfc^fc-S^tLS. 
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&%ffift&&tfi/&fzL&m^z%iBx°iibnt££^\ mm. edg-67 

OiUttt, ^TD-f KI> ^T^P^K^fil (NSAID) % 

y 17^31 (DMARDs, 3i3M4$ty V^M) > <&©^*H«0 



10 



20 



25 



>"?>&j$ffimm.mm. il-i bi»i> n-e itn m i l 

-6^f$:^#^>lieK^JS:^tf) . TNF-aRa^ (^TNF-a 
?-f|a^ ^^n^a^-f^ — -tfRa^HS^WkfrSo EDG-6T 



^) „ s;y y tf^ cftAg : -7^7*4 ^^^^ h ■ 



K5 0 6, : -fn???) > P S'l') % 
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^f;V7»i/K=ypy (^p°o^ : ;* Kn— AO * t;i^y^n-yoKT3 (jS 
i&£ : ^Dt/CD3) , Jit >v<«Wn:/]J ^ (A L G N i&p B n£ : T 
— A^U >-) % 7*^-^^^— tfV ^ (DSG, J&^'^^y A*, ffifo& : 

wsk^f-f^r^^yy^ mm^y-v-i^^, -t^^-y^^ pa-i so 

6 N IB-3 6 7s f>\ PA-1420, K^V/Hf^^ «• 

10 tTtt^Jitf, PA-1 8 0 6 > IB— 3 6 7, fT^W^y, 

PA-14 20, K^y^tvy s ^^T^. hnv'f i^y^ IfiSfrfe 7 * ^ p* 

e?7^v Kt- 7fy= b\ ti«??7;v3^boy s r 

t a/i^y*;/ N fg^7°t3 tr^-^ifefc Kd a;vf^y s 7°n fc°;3->'^7 sf 7 B 

&&f-£iJi: LTtes H^=*A^y^ N tKoa^y, Uy^tKna^f 
25 h V $ J* , a^Rt Kn a/^/yf h !l g^7/VKoa/l/ 



105 



WO 2005/020882 



PCT/JP2004/012768 



f-^U K-^/n ^ mj t> a x MJ TAvV u y N ^ h y 
K„ hJTWoy, ST-126P, ix^l/y^F, *f*r 3 9r*ir*Sl/'* 

xi*=?-$-^—h, *^#/y77y*/^-h, y7^rny^^^- 

^P^fP'f K^Si (NSAID) £LTf*. 0»J£f£s iMJ*try> % 

•y- y ^i***- b y !7 r * y Txt°v > • #4 tv^^— 

i?^/^-y-/K -O'W^'^ ^^7*^ 17:7^7^— K i^^^/l^ 

15 ^y/af/i^TXyy, r/ycc^-y-^^ i>^n^^^^ N 
b;i/y^ytb^^ ^y/y/K y^y^xy, ty^ h y, 

20 ^ 7 7 7W/Hf7 P D^^>'r= 3 f-*fe^-/K ^r^nyx^ 7x/7P7xy* 
A^?^ f/7n7iy ^dMJ-^ni?:^ 7777a7xy u^y^ 

n7^^byi7A N 7;v5/7n7x7, if h :/ n y * >\ fp^^A 

7x-^yy> t^V7 a y7^/y t'o^A, r7^y^^> 
f / y $?y, x^7 7/y> ^/i^try v % -y-y Ky, i?-^;* 



106 



WO 2005/020882 PCT/JP2004/012768 



y #*v^HS (DMARD s N m%}&WJ V^^M) t ttli, 

10 if, -tr^T"*—*^ * h v^b^ — if • ;* V K/W — 

nyKo-ffym #«^y 3-y-^/^y u^m&m-f 

tt, PGEffft: (EPU EP2 N EP3 N EP4) N PGDgt^ (D 
P, CRTH2) , PGF» (FP) N PGlSt^ (IP) s TXf 

^ (tp) m$m?!?n5>o 
20 y ^t7 v^v. ^-f - v v N 4 -r $v -f- y ^/H»; jte - 5 2 2 „ 

>\ ^/Wi^tf^a^^^ ^T^K^^v^^s 7*f7n7xy, u/us^ZsU 
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I L — l PJliiFlPS (tML-l i^fer^^r^^^* h^<om&MWffl 
I L - 6 IS^m Oft I L-6 3MM*^^©KB«a©W«r£tr) 4: LTtt, 

01*. wr* -f v7 y =3f-^?\ r^y A^y. j^^/h?:? 8 b^t^if £>*t£ 0 

y^A. ^o^^b tf6SM,4,T V 7 X2) „ Bayl9-800 4. NI 
K-616, ^7/U^^^ h (BY-2 17) . i//^7-fpy (BRL- 
10 6 1 0 6 3). 7^/9^ (CP-806 3 3) . SCH-3 5 1 5 9 1, 
YM- 9 7 6. V- 1 1 2 9 4 A. PD-1 68787. D-4 3 9 6. I 
C-4 8 5. ONO— 6 1 2 6#^^tf P,tt5„ 

tftt-x^^SSirb-CMu M&fcf. 7^/i^<5r J>^:7^. ^^v^. 

20 v 5 ^ TAK-4 2 7. ZCR-2 0 6 0. NIP- 5 3 0. *^^y*V7 
n^— K 5 y^^^-V. BP-2 9 4. T^K^K 3 — 7;7^y, 

WHS 

• 25 ££T*&5£¥UBr?#5 0 

WW©*!**] 
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S 1 P^tfr (ttEDG-6, 0* b< tiEDG- l*5J:t^EDG-6) 

io mmt vx#mx$>z> 0 

15 

Jfc«r*i\ TLC&CfflV^T:x^~T7M3:riiS£<£>3 8 %T V^^T^K^rffiV^ 
^UTV^So MStt, #fcf»LTV^tt*Lfc£E S I (a:vnoy7/l/ 

— (*>r) m&m\/\ m^c^ (po s . ) (D^fD^m^n^tco 

25 ^WHB^^JC^V^-fb-fr^feBtt, t I U P A C ©^Illf Ct^ 

— ^^"n^^^x ACD/Name (Sftftflk Advanced 
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Chemistry Development Inc.fctUD SfdiACD/Name^yf ( 

Advanced Chemistry Development Inc.*±BD 3rJlV^.5;5\ *fcf± % I 

g%Mi L2L±Zk 3- [4- (3-7^^7^t3xK^-» :7^~;H :/g 

5 £iZ^n± 

3- (4-tKn^7x^;!/) ^n/Vcc— h (2. 5 O g) 
33^3-7*-^^-!-^ — (2. 8mL) ©fh7tKn7 
7^ (7 0mL) hV 7ccc=/V7Jn^7W V (5. 4 6g) 

X., v?xWy^*;V^^^V- h (9. 4mL; 4 0%^x«) 

io «tu M^2«j£^Lfc 0 Rj&m&®&mmv^ nhntmm^ 

]) # tfjV-ft =yJ>,^xn^Y Vy? (^dp-^i^ : @^;c^/W= 3 0: 1 5 : 

i) xmmu Tmm.m.&&tzmMtt&vo o. 0 2 g ) 

TLC : Ef 0.45 (^rlJ-i/ : gj^c^Vl^ 5:1) ; 

iH-NMR (CDCla) : 5 2.09 Cm, 2H), 2.60 (t, 2H), 2.80 (m, 2H), 2.89 (t, 

15 2H), 3.67 (s, 3H), 3.94 (t, 2H), 6.82 (d, 2H), 7.10 (d, 2H), 7.20 (m, 3H), 7.29 
(m, 2H) 0 

iM2 : 3- [4— (3 — ~7 ^—/V^niS^^) ~7 ^~;V~\ ^u/<j—/U 



MM 1 X°$m l,1t{t&b (1. Og) ©MTk^nn^^v (1 5mL) 
:-7 8X:X«7kmiki>4 y^s^T/U^ — VM (3. 5mL;0. 95 
20 M h-^^MWR) *»TU -7 8°CT'3 0#lMJ|#fcfc o ^J&^ 

^ J —As (0. 5m L) SffiTM O ^jg^Lfc 

7A^p^ h^77^- (^^-^^ : @f^^^vu= 10 : l-»6 : 1) t 

$4U TSB^t£«te^ 5 (6 1 4m g) &#fc 0 

25 TLC :R£ 0.20 (^U" V : g^ac^vl^ 7 : 1 ) ; 

iH-NMR (CDCI3) : 5 2.09 (m, 2H), 2.77 (m, 4H), 2.90 (t, 2H), 3.94 
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2H), 6.82 (d, 2H), 7.09 (d, 2H), 7.20 (m, 3H), 7.27 (m, 2H), 9.82 (t, 1H) G 

mmm3 ■. n- {3- [4- o-^^^/^p^ ^ Zis-zhJ 

7kl T7^^ 



5 77^^ (7. lmg) O^^/— (0. 3 OmL) §t§$®7&^^?fi-e7k 
m^hy!>^ (3. 4mg) ^«j2T^5tbfc:^#l (3 0m 

g) SrJH*.. 1 5 #fTO# bfc ^^#)^0°CT'7K*fb*^m^ 

by^A (4. Omg) ZUQfL, 0°CX»immWmisK. o ^M^^^V 

10 7K=8 0 : 2 0 : 4) Ti*®iU TIS^tt^Sr^i-^^M^^ (1 4m g) 



TLC:Rf0.24 (^nn*;vA : ^ * >v : T^^TtK= 8 0:2 0: 
4) ; 

iH-NMR (DMSO-de) : 6 1.23 (d, 3H), 1.81 (m, 2H), 1.98 (m, 2H), 2.53 
15 (m, 2H), 2.72 Cm, 4H), 3.14 (q, 1H), 3.91 (t, 2H), 6.83 (d, 2H), 7.09 (d, 2H), 
7.23 (m, 5H) 0 

... JgflfeigB 3 ( 1 ) -3(38) ___„_„,_„. .... 

^1ife:^l3 (1) : N- ( 3 - [4- (3-7cc^/V7 P P7K^ v / ) 
TLC : Rf 0.52 {fflfesLff- jV : ®£M : 7k= 3:1:1) ; 
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iH-NMR (CDsOD) : 6 2.03 (m, 4H), 2.64 (t, 2H), 2.78 (m, 2H), 2.96 (m, 
2H), 3.45 (s, 2H), 3.92 (t, 2H), 6.83 (d, 2H), 7.18 (m, 7H) 0 
^1M3 (2) :4- (.{3- \ A- (3-7a^p^) 7cc^yP] 

5 TLC:Ef0.25 (^na*M: ^^/^:Ty*=T*=8 0 : 20 : 
4) ; 

iH-NMR (CD 3 OD) : 5 1.83 (m, 2H), 1.94 (m, 2H), 2.04 (m, 2H), 2.37 (m, 

2H), 2.65 (t, 2H), 2.78 (m, 2H), 2.93 (m, 2H), 3.00 (m, 2H), 3.92 (t, 2H), 
6.83 (d, 2H), 7.19 (m, 7H)„ 
10 HjfeM3 (3) : 5- ( (3 - [4- ( 3 -37 j^/K/ptK^v') Z^=Zk] 

TLC : Rf 0.28 S~~tv : T^ s £~Tfo= 8 0:2 0: 

4) ;■ 

iH-NMR (CDsOD) : 8 1.66 (m, 4H), 2.03 (m, 4H), 2.21 (t, 2H), 2.65 (t, 
15 2H), 2.78 (m, 2H), 2.94 (m, 4H), 3.92 (t, 2H), 6.83 (d, 2H), 7.18 (m, 7H) D 
Hj?SM3 (4) : 2-^^yl^-N- {3- [4- ( 3 -7s^rP ajjf±0 
7x^;l/] ^PfcVM 77^V 

TLC :Rf 0.36 nu^M : *9 S~-As : T^^E-— TtK= 8 0:2 0: 
4) ; 

20 iH-NMR (CDCk : CD 3 OD = 5 : l) : 5 1.34 (s, 6H), 1.89 (m, 2H), 2.03 On, 
2H), 2.57 (m, 2H), 2.73 (m, 4H), 3.87 (t, 2H), 6.76 (d, 2H), 7.01 (d, 2Et), 
7.13 (m, 3H), 7 .20 (m, 2H) Q 

gg»j|3 (5) : N- ( 3 - [4- ( 3 -7 a^/KT'o zK=fr->0 7^^/1/1 

25 TLC : Rf 0.42 a : ^ * 7 — A» : T^~T7R = 8 0 : 2 0 : 

4) ; 
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iH-NMR (CDCls : CD3OD = 5 : 1) : 6 0.94 (m, 6H), 1.89 (m, 2H), 2.01 (m, 
2H), 2.12 (m, 1H), 2.54 (m, 2H), 2.72 (m, 4H), 3.13 (d, 1H), 3.86 (t, 2H), 
6.75 (d, 2H), 6 .99 (d, 2H), 7.12 (m, 3H), 7.20 (m, 2H)„ 
jlM3 (6) : N- {3 - [4- ( 3 -7 j^/VT'p vg^^y) ~7 
5 bT M ~7 cc ~/WT 2 S ^ • 

TLC :Rf 0.41 (JrxiV'fcjVJ* : — 7k : T:/^~T7k = 8 0:2 0: 

4) ; 

iH-NMR (CDCla : CD3OD = 5 : 1) : 5 1.72 (m, 2H), 2.02 (m, 2H), 2.41 (m, 

2H), 2.62 (m, 4H), 2.87 (m, 1H), 3.20 (m, 1H), 3.46 (m, 1H), 3.88 (m, 2H), 
10 6.71 (d, 2H), 6.89 (d, 2H) 7.16 (m, 10H) o 

g|ffl|ffli_3 (7) : N- {3- [4- (3-'7^~A'Zfuti*l') 7x^;U] 

tvw i? y is 

TLC :Rf 0.12 vufc/UJ* : JV : T^^—TTf^ 8 0:2 0: 

4) ; 

15 iH-NMR (CDCla : CD3OD = 5 : l) : 5 2.10 (m, 4H), 2.67 (m, 2H), 2.81 (t, 
2H), 3.01 (m, 2H), 3.44 (t, 1H), 3.93 (m, 4H), 6.84 (d, 2H), 7.10 (d, 2B), 
7.22 (m, 3H), 7.29 (m, 2H) 0 

gjjjgjtjj (8) : N— {3- [4- (3-7^^^7"P^#V) :7;n~/K] 

20 TLC : If 0.18 P P *;VX : > T ^=7*= 8 0 : 2 0 : 

4) ; 

1 H-NMR (CDCla : CD3OD = 5:1): 8 1.99 Cm, 6H), 2.57 (t, 2H), 2.73 (m, 
2H), 2.91 (m, 2H), 3.43 (m, 1H), 3.72 (m, 2H), 3.87 (t, 2H), 6.76 (d, 2H), 
7.01 (d, 2H), 7.12 (m, 3H), 7.20 Cm, 2H) Q 
25 gflfegjg. (9) : 2-fc ({3- [4- ( 3 -7 ^^/l^P 
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TLC:K£0.12 (^nntfj/^A : y^y — >v ; T^^^T^a=S 0:20: 
4) ; 

iH-NMR (CDCla : CDaOD = 5:1): 8 2.06 (m, 4H), 2.65 (t, 2H), 2.81 (m, 
2H), 2.97 (m, 3H), 3.25 (m, 1H), 3.97 Cm, 2H), 4.03 (t, 1H), 6.84 (d, 2H), 
5 7.09 (d, 2H), 7.22 (m, 3H), 7.29 (m, 2H)„ 

IIMI3 (10) : 2-y^vU-N- {3- [4- (3-^^^/^P^=¥ 

TLC:Rf0.22 (^nn^^A : JV \ T^^~Tfc=8 0:20: 

4) ; 

10 iH-NMR (CDCla : CDsOD = 5 : l) : 8 1.34 (s, 3H), 2.07 (m, 4H), 2.67 (t, 
2H), 2.81 (m, 2H), 2.92 (m, 2H), 3.54 (d, 1H), 3.94 (m, 3H), 6.84 (d, 2H), 
7.10 (d, 2H), 7.21 (m, 3H), 7.29 (m, 2H) 0 

ggft||3 (ID : N- { [6- (3 - 7a^P^'» -2—^-7^- 
15 TLC:Ef0.13 (^ n n^/^A : y ^y — /U : T^^e— TtK = 8 0 : 2 0 : 



4) ; 

iH-NMR (CDCla : CD3OD = 5:1): 8 2.19 (xa, 2H), 2.87 (t, 2H), 3.43 (s, 
2H), 4.10 (t, 2H), 4.22 (s, 2H), 7.12 (d, 1H), 7.27 (m, 6H), 7.44 (dd, 1H), 
7.77 (d, 2H), 7.82 (d, 1H)„ 
20 mMM3 (12) :4-({[6- ( 3 -7 x^—jU^u - 2 —TV 

£±M T^y) 

TLC:Rf0.17 (^Pn$M : y ^y— /V: Ti^— TtK= 8 0:20: 
4) ; 

iH-NMR (CDCI3 : CD3OD = 5 : 1) : 5 1.84 (m, 2H), 2. 18 (m, 2H), 2.44 (m, 
25 2H), 2.86 (m, 2H), 2.97 (m, 2H), 4.09 (t, 2H), 4.13 (s, 2H), 7.11 (d, 1H), 
7.27 (m, 6H), 7.43 (dd, 1H), 7.76 (m, 3H) e 
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;MI3 (13) : 2-t: Ko^y- 3 -({ f6 - C3 — 7 a^/u:/ o *ff 
TLC:Ef0.11 (funft/UA: ;V : T^^=^Ti^=% 0:20: 

■ 

4) ; 

5 iH-NMR (CDCla : CDsOD = 5 : l) : 5 2. 19 (m, 2H), 2.87 (m, 2H), 3. 11 (dd, 

1H), 3.20 (dd, 1H), 4.09 Cm, 3H), 4.23 (d, 1H), 4.29 (d, 1H), 7.12 (d, 1H), 
7.27 (m, 6H), 7.44 (dd, 1H), 7.77 (d, 2H), 7.82 (s, 1H) C 

(14) : N- { (2E) -3- [4- ( 3 -7^^7^n^^ix) 

10 TLC:Kf0.13 (^ n n^/l^A : ^ ^ / — As : T>^E-~T7R = 8 0 : 2 0 : 
4) ; 

iH-NMR (CDsOD) : 5 2.07 (m, 2H), 2.49 (t, 2H), 2.79 (t, 2H), 3.16 (t, 
2H), 3.76 (dd, 2H), 3.96 (t, 2H), 6.12 (dt, 1H), 6.78 (d, 1H), 6.88 (d, 2H), 
7.20 (m, 5H), 7.39 (d, 2H) D 
15 miMM3 (15) : 1- (3- [4- ( 3 - 7 ^^-/KT* P ^ iX) 7 ^ ^yU] 

TLC:Ef0.44 (gm^;U : SH& : 3 : 1 : 1) ; 
iH-NMR (CDsOD) : 5 1.71-1.92 (m, 2H), 1.98 (s, 3H), 1.99-2.12 Cm, 
2H), 2.61 (t, 2H), 2.78 (t, 2H), 3.09-3.20 (m, 2H), 3.32-3.46 (m, 1H), 3.92 (t, 
20 2H), 4.09-4.26 (m, 4H), 6.79-6.88 (m, 2H), 7.07-7.13 (m, 2H), 7.14-7.29 
(m, 5H) 0 

jffi#j3 (16) : 1 - { 3 - f4- ( 3 - 7 j^/KT'p 7 ^ ~)V~\ 

•fx* \£jv) ~fn ]} is 
TLC : Bf 0.46 (fflsfifcc^-A' : BEB* : zfc= 3:1:1) ; 
25 iH-NMR (CDaOD) : 8 1.82-2.19 (m, 7H), 2.32-2.48 (m, 1H),.2.64 (t, 2H), 
2.78 (t, 2H), 2.96-3.16 (m, 2H), 3.15-3.29 (m, 1H), 3.61-3.77 (m, 1H), 3.80 
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Cdd, 1H), 3.91 (t, 2H), 6.76-6.90 Cm, 2H), 7.07-7.13 Cm, 2H), 7.14-7.35 Cm, 
5H)„ 

ggjjfe#!l3 (17) : l- {3- T4- (3 - 7 3^/1^7" p ^ V) 7 ^ 

5 TLC : Ef 0.46 ; |&g : tK= 3:1:1) ; 

iH-NMR (CD 8 OD) : 6 1.92-2.12 Cm, 4H), 2.13-2.38 (m, 2H), 2.64 (t, 2H), 
2.78 (t, 2H), 2.98-3.09 Cm, 1H), 3.10-3.20 Cm, 2H), 3.22-3.47 (m, 3H), 
3.52-3.65 Cm, 1H), 3.92 (t, 2H), 6.84 (d, 2H), 7.12 Cd, 2H), 7.16-7.33 Cm, 
5H) 0 

10 mmm3 (is) : 1 - {3- C4- 0-7 ^—/^ntf*^) y^^i/i 

TLC : Kf 0.51 (H^^^/l- : : tK= 3:1:1) ; 
iH-NMR (CDsOD) : S 1.44-1.64 Cm, 1H), 1.65-1.91 (m, 4H), 1.97-2.12 
(m, 4H), 2.12-2.27 Cm, 1H), 2.49-2.70 Cm, 2H), 2.78 Ct, 2H), 2.83-3.06 Cm, 
15 2H), 3.16-3.29 Cm, 1H), 3.34-3.47 (m, 1H), 3.47-3.62 Cm, 1H), 3.92 Ct, 2H), 
6.77-6.87 Cm, 2H), 7.08-7.14 Cm, 2H), 7.14-7.31 Cm, 5H) D 
mmms (19) : l - (3- [4- (3-7a^P^V) Z^EZk] 

TLC : Rf 0.44 (gfcBfej^^ : g|& : tK= 3:1:1) ; 
20 iH-NMR CCD3OD) V 8 1.66-1.99 Cm, 4H), 1.99-2.15 Cm, 4H), 2.57-2.71 
Cm, 3H), 2.78 Ct, 2H), 2.88-3.39 Cm, 6H), 3.92 Ct, 2H), 6.77-6.89 Cm, 2H), 
7.10-7.17 Cm, 2H), 7.16-7.31 Cm, 5H)„ 

jM3 (2 0) : 1- {3- f4- Lg_zzZ^^2lEJi±^) 7^-/1"] 

25 TLC : Rf 0.51 ($?§fc^;V • ffim : tK= 3:1:1) ; 

iH-NMR (CD3OD): 5 1.78-2.15 (m, 8H), 2.31-2.47 Cm, 1H), 2.63 Ct, 2H), 
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2.78 (t, 2H), 2.88-3.08 (m, 4H), 3.34-3.50 (m, 2H), 3.92 (t, 2H), 6.79-6.88 
(m, 2H), 7.09-7.15 (m, 2H), 7.14-7.31 (m, 5H) C 

gUMJ (2 1) :N--{ [6- (3-7ai=/^PaK#V) ~ 2 -~T7^- 

5 TLC :Rf 0.13 (^012*;^ : 7^=7^=8 0 : 20 : 

4) ; 

iH-NMR (CDCI3) : 8 2.14-2.24 (m, 2H), 2.47 (t, 2H), 2.87 (t, 2H), 3.09 
(t, 2H), 4.10 (t, 2H), 4.23 Gs, 2H), 7.12 (d, 1H), 7.18-7.33 (m, 6H), 7.43 (dd, 
1H), 7.75-7.82 (m, 3H) D 
10 jij3 (2 2) : N— f [6- Q-y^/^P^^) -2-^:7^ 

TLC :Rf 0.13 o nafc/l'A : *Z J—fV : T^^e=T7K= 8 0:2 0: 
4) ; 

iH-NMR (CD3OD) : 5 2.09-2.19 (m, 2H), 2.76 (t, 2H), 2.84 (t, 2H), 
15 3.30-3.34 (m, 2H), 4.09 (t, 2H), 4.36 (s, 2H), 7.13-7.29 (m, 7H), 7.50 (dd, 
1H), 7.79-7.86 Cm, 2H), 7.91 (s, 1H) 0 

gHM3 (2 3) : 1- { C6- Q-^^/K/ptK^) -2-7-7^ 

TLC :Rf 0.20 (^ no^;i/A : JV : T>^e^T7k= 8 0:2 0: 

20 4) ; 

iH-NMR (CD3OD): 8 2.09-2.19 (m, 2H), 2.84 (t, 2H), 3.64-3.76 (m, 1H), 
4.09 (t, 2H), 4.28-4.38 Cm, 4H), 4.52 (s, 2H), 7.13-7.29 (m, 7H), 7.45 (dd, 
1H), 7.81-7.85 Cm, 2H), 7.90 (s, 1H)„ 

mmrnz (24) ; 1- f re - ( 3-73^/1^0 afrfr^) -2-7*7^ 

TLC :Rf 0.21 (^ nn*;UA : ^ 9 )V : Tls*e~T*. = 8 0:20: 
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4) ; 

iH-NMR (CDaOD) : 5 1.75-1.93 (m, 2H), 2.09-2.27 (m, 4H), 2.56-2.65 
(m, 1H), 2.84 (t, 2H), 3.03-3.14 (m, 2H), 3.53-3.61 (m, 2H), 4.10 (t, 2H), 
4.43 Cs, 2H), 7.13-7.29 (m, 7H), 7.50 (dd, 1H), 7.81-7.87 (m, 2H), 7.93 (s, 
5 1H)„ 

3Bfeflll3 (2 5) : N— { (2E) -3- [ 2 - * ^VW- 4 - (3-7^ 

TLC:Rf0.21 (^no*;Vi> : T^^E-— TtK= 8 0:2 0: 

4) ; 

10 iH-NMR (CD3OD) : 5 1.99-2.12 (m, 2H), 2.34 Cs, 3H), 2.74-2.81 (m, 
4H), 3.27-3.31 (m, 2H), 3.83 (d, 2H), 3.95 (t, 2H), 6.02 (dt, 1H), 6.71-6.76 
(m, 2H), 7.07 (d, 1H), 7.12-7.29 Cm, 5H), 7.44 (d, 1H)„ 

ggiM3 (2 6) : N- ( (2E) -3- {2-^^-4- [ (5-7:* 

15 nil 

TLC :Rf 0.21 (^ nn*M : *9 S—JV : T^^—T;^ 8 0:2 0: 
4) ; 

iH-NMR (CDsOD) : 6 1.44-1.55 Cm, 2H), 1.61-1.84 (m, 4H), 2.34 (s, 
3H), 2.63 (t, 2H), 2.76 (t, 2H), 3.25-3.30 Cm, 2H), 3.82 (d, 2H), 3.95 (t, 2H), 
20 6.02 (dt, 1H), 6.70-6.74 Cm, 2H), 7.06 (d, 1H), 7.10-7.26 Cm; 5H), 7.43 (d, 
1H) 0 

HfeM3 (2 7) : 1- { (2E) -3 - [4- (3-7xg;^P^V) 

TLC :Rf 0.20 no*;^ : ^ : T;^e~T7k= 8 0:2 0: 

25 4) ; 

iH-NMR (CD3OD): 8 1.81-2.16 (m, 6H), 2.36-2.48 (m, 1H), 2.79 (t, 2H), 
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2.90-3.07 Cm, 2H), 3.38-3.51 Cm, 2H), 3.78 Cd, 2H), 3.97 (t, 2H), 6.07-6.18 
Cm, 1H), 6.80 (d, 1H), 6.89 (d, 2H), 7.11-7.29 Cm, 5H), 7.41 (d, 2H) D 
H»»J3 (2 8) : l- { (2E) -3- [4- (3-7a^yp^>') 

TLC:Rf0.10 (^nu*M : T>^~T7k=8 0:20: 



4) ; 

iH-NMR (CD 3 OD): 8 2.01-2.12 Cm, 2H), 2.79 (t, 2H), 3.63-3.71 (m, 1H), 
3.92-3.99 Cm, 4H), 4.23-4.40 Cm, 4H), 5.97-6.09 (m, 1H), 6.81-6.92 (jax, 
3H), 7.11-7.28 Cm, 5H), 7.40 (d, 2Hl 
10 mtkM3 (2 9) : N- ( (2E) -3 - {4- f (5-7xs/^W) 



TLC:Rf0.20 (fuvftjUJ* : J— jv \ T^^^T7k=8 0:20: 
4) ; 

iH-NMR (CD3OD) : 5 1.41-1.57 Cm, 2H), 1.61-1.74 Cm, 2H), 1.74-1.85 
15 (m, 2H), 2.63 Ct, 2H), 2.76 Ct, 2H), 3.25-3.33 Cm, 2H), 3.80 Cd, 2H), 3.97 (t, 
2H), 6.11 Cdt, 1H), 6.81 Cd, 1H), 6.88 Cd, 2H), 7.08-7.30 Cm, 5H), 7.39 Cd, 

;jfe^ij3 (3 0) : N- ( {6- C ( 5 - 7 31 ^/k) ^^f^] -2 



20 TLC:Kf0.17 (^nnTjvW* : ^fry — JU : T^^^T7K= 8 0:2 0: 
4) ; 

X H-NMR CCDaOD) : 8 1.48-1.63 Cm, 2H), 1.64-1.79 Cm, 2H), 1.80-1.94 
Cm, 2H), 2.65 Ct, 2H), 2.76 Ct, 2H), 3.18-3.42 Cm, 2H), 4.10 Ct, 2H), 4.35 Cs, 
2H), 7.07-7.29 Cm, 7H), 7.50 Cdd, 1H), 7.80 Cd, 1H), 7.85 Cd, 1H), 7.88-7.93 
25 Cm, 1H)„ 

5ffiW3 (31) :l-({6-[ (5-7a^/W<^^) ^jrj>J -2 
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TLC:Rf0.14 (^np*M : ;U : TV^e^T7K=8 0:2 0: 

4) ; 

iH-NMR (CDaOD) : 5 1.46-1.64 (m, 2H), 1.64-1.79 (m, 2H), 1.79-1.95 
5 (m, 2H), 2.65 (t, 2H), 3.58-3.76. (m, 1H), 4.09 (t, 2H), 4.26-4.39 (m, 4H), 
4.51 (s, 2H), 7.06-7.29 (m, 7H), 7.45 (dd, 1H), 7.81 (d, 1H), 7.85 (d, 1H), 
7.88-7.92 (m, 1H) D 

^ffe^jj 3 (3 2) : 1- ( {6- [ (5-7a:^W<yf-;l/) ;fr=3riX] -2 

10 TLC:Rf0.16 (^pp*;1/A : ^^y-^: 7^-7^=8.0 : 20 : 
4) ; 

iH-NMR (CDaOD) : 5 1.46-1.64 (m, 2H), 1.63-1.79 (m, 2H), 1.79-1.97 
(m, 4H), 2.10-2.32 (m, 2H), 2.55-2.74 (m, 1H), 2.65 (t, 2H), 2.98-3.23 (m, 
2H), 3.45-3.65 (m, 2H), 4.10 (t, 2H), 4.43 (s, 2H), 7.07-7.30 Cm, 7H), 7.50 
15 (dd, 1H), 7.82 (d, 1H), 7.87 (d, 1H), 7.90-7.97 (m, 1H) G 

mmM3 (3 3) :N- { [6- (4-7a^b^) -2— J-7?vH 

TLC:Rf0.17 (^aa^^A : J— ;V : T^^~Tfc=8 0:2 0: 
4) ; 

20 iH-NMR (CD s OD) : 6 1.78-1.95 (m, 4H), 2.64-2.79 (m, 4H), 3.23-3.36 
(m, 2H), 4.07-4.16 Cm, 2H), 4.35 Cs, 2H), 7.09-7.31 (m, 7H), 7.50 (dd, 1H), 
7.80 (d, 1H), 7.85 (d, 1H), 7.87-7.92 (m, 1H) D 
|ij3 (3 4) : 1- { [6- (A-y^-s^h*^) 
* gvW T ^ - 3 - # }Vi$ >M OTft& 

25 TLC:Rf0.13 d a*/^ : ^ ^/-/W : 7^=7*= 8 0:20: 
4) ; 
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iH-NMR (CD3OD) : 5 1.79-1.94 (m, 4H), 2.64-2.77 (m, 2H), 3.65-3.77 
(m, 1H), 4.06-4.17 (m, 2H), 4.22-4.42 (m, 4H), 4.52 (s, 2H), 7.08-7.30 (m, 
7H), 7.46 (dd, 1H), 7.83 (t, 2H), 7.88-7.94 Cm, 1H)„ 

jfeffl3 (3 5) : 1- f f6- ( 4 - 7 ^-/l^ h 3^0 -2-^7^] 

TLC :Rf 0.14 (fuvft/UA. : 7^/ — /V- : T^^-=T7K=8 0:2 0: 
4) 0 

1^0113 (3 6) :N- ( {6- [3- (4-^PP7x^l/) ^P^y/] 

10 TLC:Rf0.14 (^an*M ; ^^;-;>;7yW*=8 0 : 2 0 : 
4) ; 

iH-NMR (CD3OD) : 8 2.03-2.24 (m, 2H), 2.76 (t, 2H), 2.84 (t, 2H), 
3.25-3.36 (m, 2H), 4.09 (t, 2H), 4.36 (s, 2H), 7.16-7.30 (m, 6H), 7.50 (dd, 
1H), 7.83 (t, 2H), 7.88-7.94 (m, 1H) D 
15 mti&ms (3 7) :l-({6-C3- 2lH^l±^] 

TLC : Rf 0.11 (^ pp*;^ : J— >v : T>*e~T7k= 8 0:2 0: 
4) ; 

l H-NMR (CD3OD): 8 2.05-2.21 (m, 2H), 2.84 (t, 2H), 3.60-3.79 (m, 1H), 
20 4.09 (t, 2H), 4.24-4.40 (m, 4H), 4.52 (s, 2H), 7.17-7.31 (m, 6H), 7.46 (dd, 
1H), 7.79-7.87 (m, 2H), 7.88-7.94 (m, 1H) 0 
HM13 (38) :l-({6-[3- (4-^pp7x^) 

TLC ? Rf 0.15 (^ po*;VA : J—jV : T^^~T7k= 8 0:2 0: 
25 4) ; 

iH-NMR (CD3OD) : 5 1.72-1.97 (m, 2H), 2.03-2.32 (m, 4H), 2.52-2.71 
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(m, 1H), 2.83 (t, 2ED, 2.95-3.20 (m, 2H), 3.47-3.69 (m, 2H), 4.09 (t, 2H), 
4.43 Cs, 2H), 7.13-7.32 (m, 6H), 7.52 (dd, 1H), 7.76-7.90 (m, 2H), 7.90-7.99 
(m, 1H) 0 

tli4 : t e r t —-f^-As N- [3- (4-t Ko»^7a=;W) 

4- tf/W) ^cn/— (1. 8 3 g) (D*t> ;—;V (2 

5mL) ^ifitt e r t -^f/V 7^!lWf (1. 7mL) 

io »84u na«jtt^s:W-t-5«ssft:-a*i* (i. 5 5 g ) &#fc„ 

TLC : Bf 0.24 (g^^^/V : * 5 J —;U= 5:1) ; 
iH-NMR (GDCI3) : 8 1.45 (s, 9H), 1.79 (m, 2H), 2.44 (t, 2H), 2.60 (m, 
4H), 2.83 (t, 2H), 6.68 (d, 2H), 6.99 (d, 2H) B 
;jjfeM5 : t e r t — rf^fV N— (t e r t — 7 h jfrVjfr/Hft^/l') — N 
15 - [3- (4-1:Fp^7i^V) ~7xi\£)V\ — B -77 ^^n— f 

^WJ4-e^igbfc-fli-a'^i (1. 5 5 g) ©7f7tKn77^ (3 0m 
L) MuOf?^-t e r t--73-;W%—i$*—Y (1. 1 5 g) ©7 
F7tKP77V (3mL) M^iSTL, 0 XJ-C 2 NpMttj^ UVt, J&fciS 

20 ^^/W=6 : l->3 : 1) HfffJKHU T12#H4#^^- 5 ^Mf (1. 
5 7 g ) £#fc 0 
TLC : Rf 0.45 (-^^^ : |f^^^/W= 2:1) ; 

iH-NMR (CDCla) : 8 1.43 Cm, 18H), 1.79 (m, 2H), 2.51 (m, 4H), 3.22 (m, 
2H), 3.42 (m, 2H), 4.92 (s, 1H), 6.75 (d, 2H), 7.03 (d, 2H) D 
25 : t e r t—^^/V N — (t e r t — ~? h 3^;ft/l^~^) -N 

- {3- [4- (3-7j^/V^Hjj±^j ^cn^/k] 2lH-^kJ - fl -T 
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5 ~?Wk ( 3 . 6 g ) <DZ?t *5->Vib)V&T % K (36m 

D fgm\zm.t&.~e&kwt% v vj» u. 2o g ) sran^ 

(2. 3 lmL) Sr^TU ^MX*— ffiHtW bfc D 
5 SttK7K^PX.> (^.^^:@^^^=2 : 1 ; 2IU) T'ttttib 

jit, g«tfc„ ^S^y*W7A^o-7b^77>f- (-^ri^: 
HHxf ;w= 3 0 : l-»4 : 1) Ti*§£U TlSWM&W^S^^bl^J 
(4. 4 4 g) £r#fc„ 
10 TLC :Rf 0.18 (^=^1^ : @^^^/V-= 10:1) ; 

iH-NMR (CDCla) : 6 1.43 (s, 18H), 1.81 (m, 2H), 2.09 (m, 2H), 2.52 (m, 
4H), 2.81 (t, 2H), 3.22 (m, 2H), 3.42 Cm, 2H), 3.94 (t, 2H), 6.81 (d, 2H), 
7.08 (d, 2H), 7.21 (m, 3H), 7.29 (m, 2H)„ 

gjj?£M7 : N- {3- [4- ( 3 -7 c^7^7°P afrfr-V) Z^E^k] ^ p b ° 
15 7U| -fl-T^^^ MfelBt 



m 6 T?J43i bfcfb^ ( 4 . 6 8 g ) Ol, 4- y(9mL) 

4 N^-fbTfcgf- 1 , (38mL) £r2TO*L> 

20 W-TS^Mte-a^ (2. 8 7g) £r#fc„ 

TLC :Rf 0.31 nnTj^W* : * $ J— ?v : T^^~ TtK= 8 0:2 0: 

4) ; 

iH-NMR (CD3OD) : 5 2.02 (m, 4H), 2.65 (t, 2H), 2.71 (t, 2H), 2.78 (t, 
2H), 3.01 (m, 2H), 3.24 (t, 2H), 3.92 (t, 2H), 6.84 (d, 2H), 7.12 (d, 2H), 7.20 




• HCI 
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(m, 5H) 0 

M 8 - 8 (3) 

mifaM8 : N- (3- {4- [3- ( 4 - * h *c~>7 ^PaK^iX] 

TLC :R£ 0.25 o n : ;—;V\ T^^=-Ti^=S 0:20: 

4) ; 

10 iH-NMR (CDaOD) : 8 2.00 (m, 4H), 2.69 (m, 6H), 3.01 (m, 2H), 3.23 (t, 
2H), 3.74 (s, 3H), 3.90 (t, 2H), 6.82 Cm, 4H), 7.11 (m, 4H) 0 
H1M8 (1) : N- (3- {4- [3- (3, 4 - * f **/~7 

TLC : R£ 0.25 n n jfc/i^ : * ? / —fV : T ^^=TtK= 8 0:2 0: 
15 4) ; 

iH-NMR (CDsOD) : 5 1.90 (s, 3H), 2.02 (m, 4H), 2.47 (t, 2H), 2.64 (t, 
2H), 2.73 (t, 2H), 2.96 (m, 2H), 3.11 (t, 2H), 3.73 (s, 3ED, 3.78 (s, 3H), 3.91 
(t, 2H), 6.76 (m, 2H), 6.84 (m, 3H), 7.12 (d, 2H) Q 
•$m$Ad> (2) : N- (3- {4- [3- (4-? un? 
20 " iX] 7x^;W T'P fcVlQ — & —T OTgfc 

TLC : Rf 0.25 (i^ n n^/V-A : * — : T^^=TtK= 8 0:2 0: 
4) ; 

iH-NMR (CDsOD) : 8 2.02 (m, 4H), 2.65 (t, 2H), 2.72 (t, 2H), 2.78 (t, 
2H), 3.01 (m, 2H), 3.24 (t, 2H), 3.92 (t, 2H), 6.84 (d, 2H), 7.12 (d, 2H), 7.18 
25 (d, 2H), 7.25 (d, 2H) Q 

mMM8 (3) : N- (3- {4- [ — f/^) 
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■ 

TLC :Rf0.14 (^dd*M : /— ;v : T^ i e~T7k = 8 0:2 0: 
4) ; 

iH-NMR CDMSO-de) : 8 1.84 (m, 2H), 2.56 (t, 2H), 2.65 (t, 2H), 2.86 (m, 
5 2H), 3.08 (m, 2H), 5.34 (s, 2H), 6.99 (d, 2H), 7.14 (d, 2H), 7.66 (dd, 1H), 
7.69 (d, 1H), 8.06 (m, 2H), 8.47 (d, 1H), 8.66 (s, 2H)„ 

ggjfcffi|9 : N- [2- (4-bKP^j/7x^) ~N- 

( b V Z2k££ Ttf^) - B -77 h 

f7?y (3. Og) ©^;-;V (4 0mL) JgtfRfcl^^vl' 7^!)V 
10 — b (0. 9 8mL) <D*$J— >V (5. OmL) ^IHtlT ^i&T? 

1 3 Ufco KJESS-^» SrflWB U h Lfc & t** 

an^t^i/ (3 OmL) fc$g$¥ U 0 tiT? MJ (4. 6 

mL) teZTf^Vi?:/ (2. 6mL) SrJtl*^ 2H#|ffl8£#L.;fco R*£ 

^-^W-^ a n/Jvl'A (3 OmL) =Sr#n*Lfc„ ^T^S 5rfi&f WHMfc T = ? 

^/w_ /U=40 : i) Tit$£U TIB^14#[«r^-r5^JS^^ (1. 4 3 
g) 

TLC :Rf 0.63 a nzft/W* : ^ ^ ;v : 7>^e-~T7k= 8:1:0. 

20 1) ; ' " " ' " 

X H-NMR (DMSO-de) : 6 2.63 (t, 2H}, 2.77 (t ? 2H), 2.90-2.96 (m, 3H), 
3.55 (t, 2H), 3.59-3.68 (m, 2H), 6.71 (d, 2H), 7.01 (d, 2H), 8.83 (s, 1H) 0 

mMmio *?-as n- (2- i4- [ o -7^^^^p^-2-^^ 

/k) :7^~/W E^VkO -N- ( h y ZJk^BX^±M -B-T 

25 7=^— h 
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TLC:Ef0.43 (^^1^ : BBfcac^yVss 3 : 1 ) ; 
5 iH-NMR (CDCls) : 5 2.55 (t, 1.2H), 2.68 (t, 0.8H), 2.79-2.92 (m, 2H), 
3.51-3.70 (m, 4H), 3.67-3.70 (m, 3H), 4.90 (s, 2H), 6.93-7.04 (m, 2H), 
7.08-7.19 (m, 2H), 7.27-7.35 (m, 3H), 7.39-7.47 Gn, 2H) Q 
jli 1 1 : N- (2- {4- [ ( 3 -7x^P^- 2-4 £± 



1 0 bfcft-a^ (3 9mg) Of b7tKP75y (lmL) 
*5 X Tfi* 9 / — & ( 0 . 5 m L) ©?S^^fc^aa-C 1 NTKSNbf MJ # A 
(O. 5mL) ^MtlX, 3 H*W8fc# Ufco KJ&»-£<S&«:»«Sbfc,, 

15 5:1:0. 5) T?*»«U nfflfettffiSr^ft-SWM^Ife (1 8 

m g ) £r#fc„ 

TLC :Rf 0.26 P n -fa)V& \ S —>V : 10:1:0. 5) ; 

iH-NMR (CD3OD) : 5 2.48 (t, 2H), 2.95 (t, 2H), 3.11-3.26 (m, 4H), 4.93 
(s, 2H), 7.02 (d, 2H), 7.24 (d, 2H), 7.27-7.35 (m, 3H), 7.35-7.43 (m, 2H) Q 

20 Safest 1 2—12 (2) 

^^ ;V 3 _ (4— t KnsaF-S/7cc^/W) u h<DftfrV MB*3 



10 
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mW.mi 2 : N- [2-- (4- { C (2E) - 3 -7 2 

5 TLC : Ef 0.28 n n ftjUA, : * ? y —jv : 3?m= 10:1:0. 5 ) ; 
iH-NMR (CDaOD) : 6 2.52 (t, 2H), 2.93 (t, 2H), 3.14-3.27 (m, 4H), 4.69 
(dd, 2H), 6.43 (dt, 1H), 6.73 (d, 1H), 6.96 (d, 2H), 7.14-7.26 (m, 3H), 7.30 
(t, 2H), 7.41 (d, 2H), 8.32 (s, 1HX 

mmm 12 (p :n- (3- {4- [ (3-^^^/^p^-2-^r^^) 

TLC:Bf0.31 n a 7$s/UA. : $ S - — 7V : 3rjS£= 10:1:0. 5) ; 

iH-NMR (CD3OD) : 8 1.89-2.05 (m, 2H), 2.58 (t, 2H), 2.67 (t, 2H), 
2.94-3.05 (m, 2H), 3.17 (t, 2H), 4.91 (s, 2H), 6.98 (d, 2H), 7.17 (d, 2H), 
7.28-7.35 (m, 3H), 7.35-7.42 (m, 2H) D 
15 ^»J12 (2) : N- [3- (4- { [ (2E) - 3-7^~J^u/<- 

2-^~M Ttr*^) ~7^=^;v) /p^] -fi-77^y 
TLC : Kf 0,35 n n Tft/kA : ^ ^ 7 — /V : ^g£= 1 0 : 1 : 0 . 5) ; 
iH-NMR (CD3OD) : 6 1.83-2.06 (m, 2H), 2.51 (t, 2H), 2.67 (t, 2H), 

2.92-3.05 (m, 2H), 3.14 (t, 2H), 4.68 (dd, 2H), 6.43 (dt, 1H), 6.73 (d, 1H), 
20 6.92 (d, 2H), 7.15 (d, 2H), 7.19-7.26 (m, 1H), 7.27-7.34 (m, 2H), 7.37-7.45 

(m, 2H) 0 

^fejl 3 ; J^Vl" (2E) -2-V-T/-3- [4- 

4- (3-:7 J L^vK/n#?^v') ^yX7/l^ft K (2 4 0mg) N fT 
25 (0. 0 9 4mL) *5 «fO*@1^T >^e~ ^ A (7 4mg) 

-£L N ^-r^n?*— (5 0W\ 10 0°C N lO^SB) T> fcJ&£& 
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ft 0 Bj&m&mzTk&nux^ m^^^x-mm mmm^M^mm^^ 

/P=2 0 : l->7 : 1) TfffijRU Tfa^ttlttSr^i" Z>WMfc-&m (6 2 9 
5 mg) £r#fc 0 

TLC:Bf0.28 (^^f-^ : @^^^/V= 5 : 1 ) ; 

iH-NMR (CDCla) : 8 1.39 (t, 3H), 2.15 (m, 2H), 2.83 (m, 2H), 4.04 (t, 
2H), 4.37 (q, 2H), 6.97 (d, 2H), 7.21 (m, 3H), 7.29 (m, 2H), 7.9 9 (d, 2H), 
8.17 Cs, 1H) D 

10 Hffll 1 4 : xf /!/ 2-VT/-3- [4 — • ( 3 - 7^^7^n ^^ix) 
T^^^fflSCT* 1 0%^7K^ o 7v J ?>A^^ (2 5 Omg) k^*/ — 

jv ( i m D %M7citML, mmm 1 3 -oRjt \^r^t^m c 6 2 0 m g ) <^ 

(4mL) *5j:t*iffifc*?vl' (4mL) <^m^^^BX> TkSfg 

15 ^i-T^^m^bfco frmm&wit^j v xzmvtc 0 
zm%MMi>, T^mm^-t^nmit^-m (5 9 4m g ) &#fc 0 

TLC : Rf 0.26 (^^^ : @^^^= 5:1) ; 

iH-NMR (CDCla) : S 1.28 (t, 3H), 2.10 (m, 2H), 2.81 Cm, 2H), 3.18 (m, 
2H), 3.67 (dd, 1H), 3.95 (t, 2H), 4.24 (q, 2H), 6.85 (d, 2H), 7.19 (m, 5H), 
20 7.28 (m, 2H) D 

;jfe#Jl 5 : 3 -X ^ 7 - 2 - [4- ( 3 -7 j^/K^p ft**/) ^<^i?SU] 

7°P^V- 1 — ^ 71^ 

7K*-fby ^-$J*T/l'^~t7J* (1 3 lmg) ^MtK^ h7t Kd77^(1 
OmL). Sriqx., iMMl 4T?^5tbfcfb^ (2 9 Omg) (DM^T b7 
25 tKn77V (15mL) MIrITU 6 0^t3H^lfc„ 
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m&m&ft-r zmM<omm<k&M (2 8 4m g ) ^#fd 0 w&nfcfls^tt 

TLC:Ef0.43 (^nn*ivW* : — ;V \ T^*£~T7k= 8 0:2 0: 



gfe6feMl6:N- {3-fc [4- ( 3 — V ^—/K^n tK^t V) 



tert-^ N- { 3 -t Kn^v-- 2- [4- (3 
10 axK^rv-) -^V^/V] :/nfc;VW -0-T7~^- h (6 5mg ; 4- (3 

X/ (3mL) »C10 < CThy7;Vtn^ (3mL) ^ITIs 2 
15 (^nnjJs/l^A : J— )V : T^^— TtR = 8 0:2 0:4) T? 



it&m ( 3 8 m g ) Sr#fc 0 

TLC : R£0.56 (g^^/V- : SI& : 3 : 1 : 1) ; 

iH-NMR (DMSO-de) : 6 1.86 (m, 1H), 1.99 (m, 2H), 2.18 (t, 2H), 2.59 



20 (m, 1H), 2.71 (m, 3H\ 2.80 (t, 2H), 3.37 (m, 4H), 3.91 (t, 2H), 6.83 (d, 2H), 
7.09 (d, 2H), 7.23 (m, 5H) C 

mmmi 7 :->r/ r4- o-^^/k/p^-^) ^^^ywi t 



5 4) o 
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0 7 4mL) *5«ktf4- ( 3 ^^jVfxH^^rl^ ^yXT/^ft K (3 
OOmg) (DMfci?? n n ^ ^ >- (3mL) ^.fctJ* b U * ^VW!) JV 

iXT~K (0. 3 3mL) SrKIifciRTU tit- Bfe}l#Lfc„ R^S^ 
ICO'CTINM (3mL) «r*H*. N ^2&T'6. 5 B#Iffl*# Lfc, RjfeJS^ 

4mL) *5.fctJ*fc> U^ix (0. 2 0mL) SrHB^Tb, ^fiT?— Bfejg#U 

f-V : BWfcn^/U= 10:1) "CWfftiU TIB^ttffiSr^*rS«M^#I ( 1 
10 6 0 m g ) £r#fc 0 

TLC:Rf0.30 (^rl^ : Blfc3i?vW= 5 : 1 ) ; 

iH-NMR (CDCla) : 8 2.05-2.20 (m, 5H), 2.81 (t, 2H), 3.98 (t, 2H), 6.35 
(s, 1H>, 6.93 (d, 2H), 7.16-7.24 Cm, 3H), 7.27-7.34 (m, 2H), 7.44 (d, 2H)„ 
ggjfeflill8: 3-b Kp^>-3- [4- ( 3 zlZ^jE^21hM ±M ~? ^ 
15 ^/k] :/p/^>^ hV >V 

W&T- h7t Ko77>'(l 4mL)fr£-7 8 °CT?n —-J^tVV ^t? & ( O . 
9 4mL ; 1 . 6 ^^mW &£X$m7kT± h = h P ( 0 . 082 
mL) ^JMTL, 3 OM#t> -7 8°C-C'4- (3 -^a^/KT'ujtf 
^ri/) ^yXT/Wrt K (3 OOmg) (Dl&fc'r h 9 t Kn 77 > (3mL) 

ML 5mi"Sr.i:^J:t)> TlB*M4te&^5«JSfl^«& (2 3 8mg) 

25 TLC:Rf0.52 (^rf->- : St^^vl^ 1 : 1 ) ; 

!H-NMR (CDCls) : 5 2.11 (m, 2H), 2.18 (d, 1H), 2.76 (m, 4H), 3.97 (t, 
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2H), 5.00 (td, 1H), 6.91 (d, 2H), 7.20 (m, 3H), 7.30 (m, 4H) D 
MM 19^19 ( 1 ) 

mm 1 4 xmm vK.ik^m<Dftt> 1 7 ^^masM 1 8 t*; 

9 : N- {2-1: Kp^>-2- f4 - ( 3 -y ^^uyn^^-y) 

TLC : Ef 0.55 (gm^J^ : g^Sft : tK= 3:1:1) ; 
iH-NMR (CDaOD): 5 2.00-2.10 Cm, 2H), 2.38 (t, 2H), 2.68-2.90 (m, 6H), 
10 3.94 (t, 2H), 4.70 (dd, 1H), 6.86 (d, 2H), 7.12-7,28 (m, 7H) C 

H;SfeMl9 (1) : N- (3-bKn^-3- [4- ( 3 - ;c ^/KT" p 

TLC : Kf 0.48 (g&jt^/V : : tK= 3:1:1) ; 
iH-NMR (CDsOD) : 5 1.98-2.10 (m, 4H), 2.48 (t, 2H), 2.78 (t, 2H), 
15 3.04-3.20 (m, 4H), 3.94 (t, 2H), 4.78 (t, 1H), 6.89 (d, 2H), 7.12-7.31 (m, 
7H) Q 

iff! 2 0 : 1- [4- (3-7xg^P^) :7a^/V] 
^— 1 — ^ 



4- (S-^^^^aTifdr^) ^yX7^ft K (10. 4 g) <£>&S7k 
20 T>7t Fo77V (1 0 OmL) i^OtT'T'o^ (\fz=-M 

25 ^=2 0 : l->3 : 1) -ti*§gU TSEWM^Wi'SflBB'fb'fr* (10. 
0 1 g ) 3r#/c 0 
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TLC : Ef 0.24 (^iJ- V : HBfcai^yu= 4:1) ; 
iH-NMR (CDCls) : 8 1.85 (d, 1H), 2.04-2.17 (m, 2H), 2.81 (t, 2H), 3.96 
(t, 2H), 5.14-5.21 (m, 2H), 5.34 (dt, 1H), 6.05 (ddd, 1H), 6.88 (d, 2H), 
7.16-7.23 (m, 3H), 7.25-7.32 (m, 4H)„ 
5 tii2 1 : ^-^^^ > — 2 — rY/W C4- (3-7 a: ^VKT* P *K vO 

2 0 "CSSS Vtz.ik&m (3. Og) O^PP^y (5 0mL) 
tftMT'm-^ n (7. 6 7g ;mCPBA) MlKLs 4 

i/!)*^7^P , 7f^77^- (^M?-^ : gfeifcr.^vi^ 1 0 : l-> 
2:1) -ettfi&U TIB^#L«rW-t-S^M^^#J (1. 9 6 g) £#fc„ 
TLC : Rf 0.29 (^^V : gfc^c^vU= 2:1) ; 
15 iH-NMR (CDCls) : 5 2.06-2.15 (m, 2H), 2.23 (d, 0.5H), 2.76-2.89 (m, 
3.5H), 2.98 (dd, 0.5H), 3.17-3.27 (m, 1H), 3.97 (t, 2H), 4.43 (t, 0.5H), 4.89 
(d, 0.5H), 6.87-6.93 (m, 2H), 7.16-7.24 (m, 3H), 7.26-7.36 (m, 4H)„ 
3zmm2 2 : N- {2, C4- ( 3 -r7^~/K7"g 



B-Tv — ls (5 5 0mg) ©2. 5 NTk^Hfr?- b # AtK^^ (2. 2 
mL) fcSfiTf*llS« 2 1 -e^5t bfc-fb^ (3 5 0mg) (0 2-^n/<y 
—)V (2. 2mL) »iTU 5 0 °CT« 2 B#F B m^ bfc D K&iB^S: 
JtWfriK OtrClNttBft (5. 5mL) SrflUX-x 3t$§bfc„ Wktt&fVX? 




20 



OH 
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8 0:2 0:4) *C»»U TlB*Srt4« Z> WMik&m (3 1 3mg) 



TLC:Rf0.16 (^nntfc/W* : /V: T^^^TtK= 8 0:4 0: 



iH-NMR (CD3OD) : 8 2.01-2.10 (m, 2H), 2.42-2.51 (m, 2H>, 2.78 (t, 2H), 
2.85-3.18 (m, 4H), 3.84-3.97 (m, 3H), 4.52 (d, 0.5H), 4.59 (d, 0.5H), 
6.88-6.92 (m, 2H), 7.11-7.26 (m, 5H), 7.26-7.34 (m, 2H) D 
jfeM2 3:N- (2-bKP^-3- [4- ( 3 -7 ai^/K/P tfdf-^) 



HifcM 2 0 -e®B£ Ufc-fb#*Oftt> Utl-7!) /v- 4 - ( 3 - 7 « - a- 
■7°n^^^) ^^v^rfflv^s HJfeM2 1 -^Ilfj 2 2 £ l^l^glft^tt 

15 TLC:Rf0.19 n nzfr/W* : ^ ^ / — tv : T>^t~T7k= 8 0 : 2 0 : 
4) ; 

iH-NMR (CDsOD): 8 2.00-2.10 (m, 2H), 2.46 (t, 2H), 2.66-2.90 On, 5H), 
2.99-3.19 (m, 3H), 3.92 (t, 2H), 3.96-4.04 (m, 1H), 6.84 (d, 2H), 7.11-7,29 



20 gg»U2 4:N- (tert-/^^=/M -N- [3- (4-fc 

CH 3 




(m, 7H)„ 
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'MM 1 4 X*Wt Lfcfb-S^^ftfr <9 £ 3 - (4 - t Yu*c*/7au=.;U) 
TLC : Ef 0.40 (^rf-^ : Wf&t*- I ?A'= 1:3) ; 

iH-NMR (CDCls) : 8 1.45 (s, 9H), 1.81 (m, 2H), 2.52 (t, 2H), 2.61 (t, 2H), 
3.22 (m, 2H), 3.47 (t, 2H), 6.76 (d, 2H), 7.02 (d, 2H) 0 

^6SM2 5 : N— [3- (4-1: j^/1^) bVk] - — T ^ 

HO. ^ 

H 

N vx^cOOH 
• HCI 

io mum 6 *T»§aat bf^b^^f^^ r> Kmmm 2 4 vitit&VB&m^ 

TLC : Rf 0.69 (gm^f-su : mW£ : 7K= 3:1:1) ; 
iH-NMR (CD3OD) : 5 1.95 (m, 2H), 2.62 (t, 2H), 2.72 (t, 2H), 3.00 (m, 
15 2H), 3.24 (t, 2H), 6.71 (d, 2H), 7.03 (d, 2H) C 

;jfeflj|2 6 : N- T2- (4- (2- [4- (^^^/U^r^-jy) 7i^] 





• CF3COOH 



^ H 



(ZDS A) Wang$fflg (T;^/-hf^/n^Jl; Ca t No. 
20 800296) (1.06 mm ol/g N 10. 6 g N 11. 2 mm o 1 ) 
<D$??uu*#is (lOOmL) mWlW.\Z.— 7 8°CT?N, N-v 5 ^ y^a t° 
/l^^/UT (17. 4mL; 100 mm o 1 ) ^r^Bx.. U /l^^ P 
UK (4. 06mL;5 Ommo 1) SriUx., ^MT?— Bfe^£ 5 Ufc D 
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mm (i o. 9 g ) %#fc 0 

(IgB) T^yv — bffiB (1. 5g) jZl^fflT?4- (2-r5/xf;U) 
7i/^ (2 0mmo 1) ©N-^f/UfP'J Kl" (2 0mL) ^i&^rJP 

* J^T* 4 0851**^ KjftU 7*/— /Mttflg (1. 78g N l. 2mmol 
/g) £#fc 0 

(XigC) 7x/- /MSJJg (50mg N O. 0 6 0 mm o 1 ) l^M^ 2 - 
[4- (^^vVW*-^^) x.#/~-j>U (0. 3 0mmo 1) £r#R 

10 x., (lmL;^aq^^y : MtR^ f7tKn77^=l : 1) 

StjOUx^ MJ-n-7'f;^7^y (O. 3 0mmol) ^Px., 1, 1* 
-T^tf^. (N, N — *?/>^jVi£;VJ*T ^ K) (0. 3 Omm o 1) Sr^Px., 

t Ko77^= 1 : 1) T?3IeU i^^ d n ^ * ^"C 3 Hk J— A'TMHU 
15 (^nn^y:^;-^=3 : 1) -?2|Hk $5 £TJ*v^ n n 

*$l/~xiZWfcW&^ by 7 fr* vJS&tt (O. 5mL) ^Si^no^^ 
V (0. 5mL) £*R?U £i&T?4H#IHJgi: 5 bfc. «MMSr3BrJU o 

o^?>"Tf40^^ ^STftHt-t-S-ifci^x Ti2#>^e«r^r-f-^M 

20 HPL CfiSJWW (#) : 3:67 ; M S (m/ z ) : 839 (2M+H) + , 420 (M+H) + 0 

**s % HPLC©8te^tt, #^15«fe^ftv^<9, £*T©&#-casj£S: 

f|lfc*7^:Xterr a Wg) MS C 18 5/tm % 4. 6 
X 5 0 mm I . D . 
25 -fgffl LfcSES :3ml /m i n 
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Am : o . i%hv y;v^rx2 mmymm 

Bm : 0 . 1 % hV 7 As* * %m-Tt b~VV flsWfc 
m%$HW& O . 5 ^f*A^ t BWiOmi&lk* 95/5 fcmfe Lfc„ t<D 
f 2. 5 ^ItAii: BiO^Jt^ 0/ 1 0 0 fcltt^lft^JLfco 
5 0. 5#raA«fcB 0/1 0 OHHSJtbfc. *<D&0. 0 1^ 

m.mm2 6 (i) ~iii2 6 (244) 

mffi.M2 6 (1) : N- {2- [4- (2-7a;»^b^ ) 7 ^~)V\ 

HP L C«8M#ISI (£0 : 3.34 ;MS (m/ z ) : 659 (2M+H) + , 330 <M+H)+, 
15 266 0 

mWM2 6 (2) :N- (2- [4- (3-7»^P^^ ) 

H P L C^NpPbI (#) : 3.48 ; M S (m/ z ) : 655 (2M+H) + , 328 (M+H) + 0 
mmM2 6 (3) : N- I 2- f4- (4-7xn;^h^) Z^^Ll 

20 Ji^/H - B - T 2 — >1 b 2 -Z p Mfclft' 

HPL C#^^^ (#) : 3.58 ; M S (m/ z ) : 683 (2M+H) + , 342 (M+H) + 0 
^26 (4) : N- (2- {4- [4- (4-^f^V7x ^V) 7h 

HPL C.#«N$|KI (#) : 3.54 ; M S (m/ z ) : 743 (2M+H) + , 372 (M+H) + 0 
25 11^12 6 (5) :N-(2-U-[2- H^ ^7 7^) S h 
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H P L C&kWtifm (ft) : 3.48 ;M S (m/ z ) : 719 (2M+H>, 360 (M+H) + 0 
ij2 6 (6) : N- {2- [4- ( 3 -7x 7 3r->"7°P 7x = 




H P L Cfi*KN$IH (#) : 3.45 ; M S (m/ z ) : 687 (2M+H) + , 344 (M+H) + 0 
6 (7) : N- {2 -.[4- (v^ h 7 ^ ^)V\ 





HP L Cfiy$H*Iffl (#) : 3.56 ;M S (m/ z ) : 611 (2M+H) + , 306 (M+H) + 0 
^jjfeffi]2 6 (8) : N- (2- {4- [2- (2, 4-^7^tP7x^;V) 

10 HPL C^^fNf^ (#) : 3.46 ;M S (m/ z ) : 699 (2M+H)+ 350 (M+H) + D 
■112 6 (9) : N- (2- (4- C (3-7x/^y^) 

HPL C&ntifm (ft) : 3.62 ;MS (m/ z ) : 783 (2M+H) + , 392 (M+H) + 0 
^M^j|2 6 (10) : N- {2- [4- 2 

HPLCW^(^) : 3.64 ;MS (m/z) : 639 (2M+H)+ 320 (M+H) + 0 
1^2 6 (11) : N- {2- [4- j^^O^Ng^ ^^^/P-] 

HPLCWFI(^) : 3.34 ;MS (m/z) : 599 (2M+H) + , 300 (M+HK 
20 g|jjfcM2 6 (12) : N- {2- [4- ( 2 -7 a^a b ^vO 7x^1 

HPL CfitfWIW (#) : 3.41 ;M S (m/ z ) : 627 (2M+H) + , 314 (M+HK 
;jfe^j2 6 (13) : N- {2- [4- (3, 3 - gvl^ h ^±3 7x 
jc^/H -g-77^y h !) 7/ktP 
25 HPL CflMWIffl (#) : 3.51 ; M S (m/ z ) : 587 (2M+H) + , 294 <M+H) + „ 
;jfe^ll2 6 (14) : N— {2— [4- ( 3 —is? u^^jy/w^u tf$-*y) 
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HPL CfeftmWl (#) : 3.77 ;M S (m/ z ) : 667 (2M+H) + , 334 (M+HK 
mfeM 26 (15) :N^- (2- {4- [ (4-tert -^?vW<^SW 

5 HPL C{fc*f B#HH (#) : 3.50 ; M S (m/ z ) : 711 (2M+H) + , 356 (M+H) + 0 
tli 2 6 (16) : N- (2- {4- [ (4 — is? P^^v^W^vvl^) 

HPL C#M$B#|ifJ (#) : 3.65 ;MS (m/ z ) : 763 (2M+H) + , 382 (M+H) + 0 
HjfeM2 6 (17) : N- {3 - [4- ( 2 - :7;c^/l^ b^vO r7c^/I/] 
10 - 8 -77^^ M)7;^p^1 

HPL C^^f^fPbI (#) : 3.39 ;MS (m/ z ) : 655 (2M+H) + , 328 (M+HK 
6 (18) : N- (3- {4- [2- (2-^^/^^^^) f 

HPL Cf£f£B#|?SI (#) : 3.46 ;MS (m/ z ) : 683 (2M+H) + , 342 (M+HK 
15 HM12 6 (19) : N- (3- {4- [2- (3 -^^Vl^a^/M ^ h 
drjxl y^z^M - 8-77 = V MJ :7/i^-pg»& 

HPL C£^B#Rg (#) : 3.47 ;MS (m/ z ) : 683 (2M+H) + , 342 (M+H) + „ 
HjfeM2 6 (2 0) : N- (3- {4- [2- (4 - * ^/l^cc^/U) 
:7^n;W ~?x2\f/V) - 8 -77^^ 
20 HPL C£&$B#|!9 (#) : 3.48 ; M S (m/ z ) : 683 (2M+H) + , 342 <M+HK 
g|jfeM2 6 (2 1) : N- {3- [4- (^^yV^^r-IX) 7x^/V] :7°p 

HPL Ci^W^m (#) : 3.30 ; MS (m/ z ) : 627 (2M+H) + , 314 (M+H) + c 
jifi 2 6 (2 2) : N- (4- (2- [4- (^V^/I-ofr-^) 7x=;^] 

HPLCWFI (#) : 3.56; MS (m/z) : 406 <M+H) + 0 
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1M2 6 (2 3) : N- [4- (2-7x;^xfjrV) ^<>^H - 

9 



HPLC^NfPhI (#) •: 3.22; MS (m/ z ) : 316 (M+H) + , 227 D 
Hjfe#!l2 6 (2 4) : N— {4- [2- (^^vVl^-^v') ^b^f^l 

HPLC^JfB#F^ (#) : 3.21; MS (m/ z ) : 330 <M+H) + , 241 0 
>!)2 6 (2 5) : N- [4- (3 -7 ^^A^P^yQ ^^7t/] 



/3 -77^^ MJ 
HPLC#^NfPb1 (#) : 3.35 ; MS (m/ z ) : 314 (M+H) + , 225 G 
10 H]1M2 6 (2 6) : N- [4- ( 4 —7 h ^:/y^] - fl 

H P L C£M$8#Frg (#) : 3.43 ; MS (m/ z ) : 328 CM+H) + , 239„ 
3BMSffl2 6 (2 7) : N— {4- [ ( 5 -7 a^/W^^vW) ^drV] 

15 HPL«ffl (#) : 3.54; MS (m/ z ) : 342 (M+H)+ 253 0 

jl^2 6 (2 8) : N— [4- ( 2 — ^c^— 2 -^a h^r^) "<^S? 

HPLC^WfNfP^ (#) : 3.21; MS (m/z) : 306 (M+H) + , 2 17 0 
gg»J2 6 (2 9) : N- f 4- [2- (^y^/>7r^) ^h^] 

HPLCW^ (#) : 3.33; MS (m/z) .: 346 (M+H) + , 151 c 
Hlfe^i|2 6 (3 0) : N- {4- C (6-7x=;V^^^) 

HPLC^M (#) : 3.61; MS (m/z) : 356 (M+HK 
25 gUMJ-g (3 1) : N- {4- [3- ^<Vj£^±±^) 2LgJf±^] ^ 
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HPLCfi^Ri (#) : 3.28; MS (m/ z ) : 344 <M+H) + , 255„ 
mMM2 6 (3 2) : N— {4- [ ( 7 —'7&.~As^>Zf'f-f\A £jf±J 

HPLC^» (#) : 3.72; MS (m/ z ) : 370 CM+H) + „ 
;jjfe#i|2 6 (3 3) : N- [4- ( 3 -7 a. 7 ^i/^P^»i/) ^i^vW 



HPLC^jt^ (#) : 3.32; MS (m/z) : 330 (M+H) + , 241„ 
tlM 2 6 (3 4) : N— {4- [ (9-7x^;=^) £j£>J 

10 HP LC^^M (#) : 3.91; MS (m/ z ) : 398 (M+H) + , 309„ 
j|i26 (3 5) : N- {4- C (8 -7 **ciyl 

HPL C^BtF^ (#) : 3.82 ; MS (m/ z ) : 384 (M+H) + , 295 c 

ill 2 6 (3 6) : N- [4- (^ n^^vvV;* h3fV) *<¥&flA - 



15 fl -77^v yyyjvjru 

HPLC^^PhI (#) : 3.41; MS (m/z) : 292 CM+H) + , 203 o 
gjj 26 (37) :N- [4- ( 2 -i V? d^^/Uj h ^vj ^<^/l/] 

HPLC^NfPbI (#) : 3.41; MS (m/z) : 292 <M+H)+ 203 o 

20 HiBBM2_6 (3 8) : N- (4- { [5- (^Oif/U^^) di>^/kl * 



HPLC^NfPbI (#) : 3.43; MS (m/z) : 372 CM+H) + , 283 e 
;»J 2 6 (3 9) : N- {4- [4- (^^/W^^) 



25 HPLC^B#Pb1 (#) : 3.36 ; MS (m/z) : 358 (M+H) + , 269 D 
1M2 6 (4 0) : N- {4- [ (3-7a;^^) ^^^] 
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HPLCW^ (#) : 3.48; MS (m/z) : 378 (M+H) + , 289„ 
:Jifc0i]2 6 (4 1) : N-^- [4- ( 2 - %/# n^^r frVVcc. h ^<^/U] 



HPLCfjlffl (#) : 3.50;MS (m/z) : 306 (M+H) + , 217 e 
;1M 2 6 (4 2) : N- - 8 -T^=-^ b V 



HPLC^I#f B 1 (£0 : 3.15; MS (m/z) : 252 (M+H) + , 163„ 
fl]2 6 (4 3) : N- [4- U^ar^^kA±^M 



10 bV Z7/U^-ummM 

H P L CfiyWM (#) : 3.31 ; M S (m/ z ) : 278 (M+H) + , 189„ 
M2 6 (44) :N- C4- (^^/WT^) *<ls*?;Vl -fl-T7 

HPLC^FI (£0 : 3.18; MS (m/z) : 286 (M+H) + , 197 D 
15 j£fifcM2 6 (4 5) : N— [4- ( 2 — 7 :n -^v^] -5 



HPLC^B (5» : 3.26; MS (m/z) : 300 (M+H) + , 211„ 
gjjjgjl2_6 (4 6) : N- - B -77^^ h 

20 HPLC^1#B#^ (^-) : 3.17 ; MS (m/z) : 252 (M+H) + , 163 D 

6 (4 7) :N- {4- [ (4-^/WO^/V) -^fi? 

HPLC«FI (£0 : 3.38; MS (m/z) : 280 (M+H)+191 0 
3608 2 6 (4 8) :N- [4- (3. 3-i?*1 L A''7 b^f) *<Z/i?jV\ 



25 -B-T=7~l/ bjrzjU£]P. 

HPLC«ra (£0 : 3.34; MS (m/z) : 280 (M+H) + , 191, 
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MM2 6 (4 9) : N- {4- [ (2 -^"n H'/U^^M 



HPLC^Nf^ (#) 3.59; MS (m/ z ) : 308 (M+H) + , 219, 



1feff!l2 6 (5 0) : N— [4— ( 3 - i^^ p^^^/^p ^^r^) 




HPLCWi (#) : 3.61; MS (m/ z ) : 320 (M+H) + , 231 G 

;jjfeM2 6 (5 1) : N- [4- (^^/U^^cis) -<iy-JjV~\ -8-T9 



HPLC^jl^ (#) : 3.29; MS (m/ z ) : 266 (M+H) + , 177„ 
10 6 (5 2) :N- C4- (^vVK^v') ^^jMj -8-77 



H P L C^NfFbI (#) : 3.40 ; M S (m/ z ) : 280 (M+H) + , 19 1 D 
gii2 6 (5 3) :N- C4- (^-^7^^^) -B-T7 

15 HPLC^Jfffl (#) : 3.50; MS (m/ z ) : 294 (M+H)+ 205„ 

tffiM2 6 (5 4) :N- [4- ^•JvHr^y') ^s*??v\ -B-T? 

HPL«ffl (#) : 3.62; MS (m/z) : 308 (M+H) + , 219 c 
;jjfe^ij2 6 (5 5) : N- {4- [ (4-^PP^;V) ^'frv'] ^^S? 



20 ;M -6-77^y MJ^/i^TngW 

HPLC^l (#) : 3.32; MS (m/z) : 320 <M+H)+ 231 D 
fc0i]2 6 (5 6) : N- [3- (4- {2- [4- Ky^t^r^) 7 

^/H zchdr^} :/pfcVi/l - B -T=7^~y Y^Vivirum 




25 HPLC^UFbI (#) : 3.60; MS (m/z) : 434 (M+H) + , 2 19 e 
;li 2 6 (5 7) : N- ( 3 - [4- (2 -7^7 =frv^ b^iX) 
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HP L CtfkWmfi (£0 : 3.33 ; M S (m/ z ) : 344 <M+H) + < 




jjfeM2 6 (5 8) ; N- (3- (4- [2- (^y^t^r'» 3^3rvQ 

7a^) ^oif/u) -g-77 = y hi) ytvOrv. 



5 HPLC^MfBfFal (£0 : 3.31; MS (m/z) : 358 (M+H) + 0 

mmm2 6 (5 9) : N- {3 - f4- (3— ^a^l^ptf^S/Q ;7^~ 

HPLCftW (#) : 3.45; MS (m/z) : 342 (M+H) + „ 
^jfe#U2 6 (6 0) : N- {3- [4- (2-^^-2 — QU^h*^) 

tm 

HPLCft^ (#) : 3.34; MS (m/z) : 334 (M+H) + 0 
jBftM2 6 (6 1) : N- (3- {4- [2- g 

HPLCWi (#) : 3.44; MS (m/z) : 374 OVC+HX 
15 jj#J 2 6 (6 2) : N- (3- {4— [3- (^V^/W^^) !7°P^3r 
%/} 7=c~M -?u\£M - B -77^y fP7/VtP^jt 
H P L CftM^ (#) : 3.38; MS (m/z) : 372 (M+H) + D 





li 2 6 (6 3) : N- {3- [4- {3 -y ^ / ^~fn^^) 7^ 

20 HPLCfitftMQ (£0 : 3.42; MS (m/z) : 358 CM+HK 
;jfe^ij2 6 (6 4) : N- (3- {4- C (9 -7 zc^/^y ^JU) 

HPLCflM$R#BB (£0 : 4.00; MS (m/z) : 426 (M+H) + 0 
HjjfeM2 6 (6 5) : N- (3- {4- [ (8-7a^Wf;V) £±£3 

25 2l5-^kj - 8-77^y hV ~?;\'jruWWM. 

HPLC^Hl (#) : 3.93; MS (m/z) : 412 (M+H) + 0 
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mffiM2 6 (6 6) : N- {3- f4- £2£j3^j£k2k2Lh±^3 ~7 
AA 7n MM - B -77^> f y 7;vtP^i 
HPL«H^ (#) •: 3.55; MS (m/z) : 320 (M+H) + , 219„ 
gmgjg-g (6 7) : N- (3- [4- ( 2 p^Q^/loc f y 

HPLC«I1 (#) : 3.53; MS (m/ z ) : 320 (M+HK 
tti 2 6 (6 8) : N- [3- (4- { [5- k^&kStZ&l 

HPLCftM (#) : 3.53; MS (m/z) : 400 (M+H) + 0 
10 jfe&feffl2 6 (6 9) : N— (3- (4- [4 - Ay*"*clA ^b^^] 

HPLC^iHK (#) : 3.45; MS (m/z) : 386 (M+H) + „ 
H^feM2 6 (7 0) : N- (3- {4- [ (3-7 *S ^f^lsitM £± 

15 HPLCft^ (#) : 3.58; MS (m/z) : 406 (M+H) + , 219 c 

g|fi5fl!l2 6 (7 1) : N- {3 - [4- ( 2 g^fr^yvcc. f 7 

j^/lj :7°p MM ~ B -77^ b V. 

HPLC^^ (#) : 3.60; MS (m/z) : 334 (M+H) + , 2 19 c 
mfefl!l2 6 (7 2) : N- {3- [4- (^^ Pj^j^fvK* b — 

20 /w] 7° p fcVH — 8"-79^v MJ Z2k^ig 

HPLCftM (#) : 3.44; MS (m/z) .: 306 (M+H) + 0 

mmm2 6 (73) : n- [3- (a-j yy°y*z/y ^=.m y*uMM 

HPLCWI1 (#) : 3.31; MS (m/z) : 280 (M+HK 
25 HMI2 6 (7 4) : N- (3- {4- [ (4- t^/V^O'J-M t^'V] 
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H P L CfiyWW (5» : 3.51 ; MS (m/ z ) : 308 (M+H) + 0 
gyfc#!l2 6 (7 5) :N- (3 - C4- (3, 3 - ^/K7* h V) 7x 

HPLCiWIBi (#) : 3.49; MS (m/z) : 308 (M+H) + 0 
5 6 (7 6) : N— (3— (4- C ( 2 -zfv £j£vj 

HPLCfiUWIIII (#) : 3.71; MS (m/z) : 336 (M+H) + „ 
HlifeM2 6 (7 7) : N- {3- [4- ( 3 -v^ P^j^A^PjfjK^ 

10 HPLC^ffi (#) : 3.75; MS (m/z) : 348 (M+H) + 0 

gllfeM2 6 (7 8) :N- (3- {4- [ (4 — ^ p p^Q-vW ^^vj 



HPLC^i (#) : 3.42; MS (m/z) : 350, 348 <M+H) + 0 
6 (7 9) : N- (3 - {4- [2- (4-tert 
15 ~M ^h^i^l ^^^/W 7°P ^) -g-77^V MJlTVl^P 



HPLCWFI (#) : 3.69; MS (m/z) : 384 (M+H) + „ 
HjfeM2 6 (8 0) : N- (3- {4- [2- (2-t7f^) f^j/] 

20 H PL CfiyWRI (#) : 3.56 ; M S (m/ z ) : 378 (M+H) + 0 " ' 

Hl^iJ 2 6 (8 1) : N- {3- [4- ( s rSsA'$r*i/) 7 zfuj£ 



HPLC^^BtFsl (#) : 3.99; MS (m/z) : 364 (M+H) + 0 
HM#H2 6 (8 2) : N- {2 - [4- (2—^-3^—2 — fA^f^^) 
25 7^~JV} J^vW} - fl -77^y fc P 7;VtPStt 

HPLC^W (#) : 3.27; MS (m/z) : 320 (M+H) + 0 
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;Mffl2 6 (8 3) : N- (2 — {4 — [ (6-7x^»^) t^r->] 

HPLC^IB (£0 •: 3.67; MS (m/z) : 370 (M+H) + , 219 0 
HiSff!l2 6 (8 4) : N- (2- {4- [3- j^iM^t^l 7°^^^ 

HPLC^M (£0 : 3.34; MS (m/z) : 358 (M+H) + 0 
;jjfeM2 6 (8 5) : N- (2- {4- [ (7— ^g^W^gvkO £*t^2 



HPLC^WI (£0 : 3.77; MS (m/z) : 384(M+H) + 0 
10 ^»J2 6 (8 6) : N- (2- {4- [ ( 9 ^7 zc=-;VJ ;j-3r^] 

HPLCft#W (#) : 3.95; MS (m/z) : 412 (M+H) + „ 
;jfe#j|2 6 (8 7) : N— (2- (4- [ (8—7^^7^^^/^) ^-^xX] 




15 HPLCW^ (#) : 3.86; MS (m/z) : 398 (M+H) + „ 

i»j2 6 (8 8) : N- {2- [4- ( 2 — g^g n^^^-jV^. h ^rix) 7 

HPL«ffi (#) : 3.47; MS (m/z) : 306 (M+H) + 0 
;jifcff!l2 6 (8 9) : N- [2- (4- f [5- (^^it/U&^-jy) ^<l^f- 



HPL«m (#) : 3.49; MS (m/z) : 386 (M+H) + „ 
HlifeM2 6 (9 0) : N- (2- {4- [4- (^^^^^rv-) ^ b ^vQ 

7x^;W — B —Ty~ls V V 7;\/jruWW&. 

H P L Cfttf^l (#) : 3.40; MS (m/z) : 372 (M+H) + 0 
25 HMI2 6 (9 1) : N- [2- (4 b =c~M jc^yi/] - - 
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HPLC^FI (£0 : 3.23; MS (m/z) : 266 (M+H) + 0 
gyfeffij2 6 (9 2) : N- (2 - [4- (v^ u^^f-jUt fc 7x- 

HPLC^^ (#) : 3.38; MS (m/z) : 292 (M+H) + 0 
5 j|jfe#iJ2 6 (9 3) : N- [2- (4 — < V -? Y *r\/~7 ^±A^ - 

HPLCW^ (#) : 3.23; MS (m/z) : 266 (M+HK 
Hjfcffil2 6 (9 4) : N- (2- {4- [ (4 -^^/l^y^) 

10 HPLCflMWffi (£0 : 3.44; MS (m/z) : 294 (M+H) + 0 

6 (9 5) : N- (2- {4- [ ( 2 — 7" n tf 

HPLCi^ (#) : 3.64; MS (m/z) : 322 (M+H) + , 219„ 
HifeM2 6 (9 6) : N- {2- [4- (^^^vloj-'fr^) 7ai^l/l 
15 M — B -77^^ h U 7^tnSat 

HPL«Nfi (5» : 3.34; MS (m/z) : 280 (M+H) + „ 

6 (9 7) : N- {2- [4- ^/K^vQ ^jc^W] 

HPLC#8N#KI (#) : 3.45; MS (m/z) : 294 (M+H) + „ 
20 gjff5M2 6 (9 8) : N— {2- [4- (^T^vloj-dF-S/Q :7^~/Kl 

HPLC^^ (#) : 3.56; MS (m/z) ; 308 (M+H)+ 219 0 
mMM2 6 (9 9) : N- {2- [4- (jfrt^-JVit^Sl 7x^;l/] 

25 HPLC^II (#) : 3.67 ; MS (m/z) : 322 CM+H) + „ 
jHfeffi|2 6 (1 0 0) : N- (2- {4- [ 

147 



WO 2005/020882 



PCT/JP2004/012768 



HPLC^» (#) : 3.38; MS (m/z) : 336, 334 0V[+H) + o 
mMM2 6 (10 1). : N- (2- {4- f 2- (4-ter t -zf^JV? 

HP LCt£i#B#fig (^) : 3.66; MS (m/z) : 370 <M+H)+, 
Sljj#i|2 6 (1 0 2) : N- (2- {4- [2- (2-j-^^/P) J^h^^] 

HPLC^fl (#) : 3.49; MS (m/z) : 364 (M+H) + 0 
10 HifeM2 6 (1 0 3) : N— (2- {4- [2— (4— 7^/1^7 3^/1^) ^ 

HPL«flFI (£0 : 3.40; MS (m/z) : 328 (M+H) + 0 

6 (1 0 4) : N- {2- [4- (7 ~/U;3-arV) ^ ^ ~/H 

15 HPLC^TOI (#) : 3.80; MS (m/z) : 336 (M+H) + D 
HjfeM2 6 (105) :N-(2-{4-[2— ( 3 — 7 =?;V~7 

HPLC^MWIW (^) : 3.40; MS (m/z) : 328 (M+H) + 0 
H1M2 6 (1 0 6) : N— {2- [4— fc7f^2k^±^ T^EZkJ 

20 /v} — g -77^ " KU'7;^p^a 

HPLC^i^ (£0 : 3.89; MS (m/z) ,: 350 (M+H)+ 0 

SftifeM 26 (107) :N— (2- {4- [2— (2—7 *f-tV7 ^~ 

HPLCfi^l^W (t» : 3.40; MS (m/z) : 328 (M+H) + 0 
25 ^jfe^»l2 6 (1 0 8) : N- [2- (3- {2- [4- (^S^/l^df-V) 
7cc^/V] ^cfdrix} ^j^/i^) s^vij — B — T=7^y h !) 7;^pj 
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HPLC^Hn (#) : 3.58; MS (m/z) : 420 (M+H) + „ 

HIM 2 6 (1 0 9) : N- {2- f3- (2-7 ^ S *rl/^ 7^ 

5 HPLCWFI (#) : 3.27; MS (m/z) : 330 (M+H) + e 

HMI2 6 (110) : N- {2- f 3 - ( 3 -y^^U^u 7$**/) 7 =c 

HPLC#^^ (#) : 3.38; MS (m/z) : 328 (M+H) + 0 
IH)M2 6 (111) :N- {2- T3- (4-7 ^zz/y? h^rix) = 
10 /l^] j^/V} - i3 —T=7^-l/ Y ]) 7 /Us$-umW& 

HPLC^I^ (#) : 3.47; MS (m/z) : 342 (M+H) + 0 
Hjj#!i2 6 (112) : N- (2- {3- [ (5 -7 ^=.j^^;V) 

HPLC^B^ (#) : 3.56; MS (m/z) : 356 (M+H) + , 219 Q 
15 j£6fcM2 6 (113) : N- (2- {3- [2- Ky^;l/7r^^) 

HPLC^PI (#) : 3.38; MS (m/z) : 360 (M+H) + „ 

mmm2 6 (in) :n- (2- {3- [ (6-:7^~7w^^io ^ 

20 HPLC^If^ (#) : 3.64; MS (m/z) : 370 <M+H) + „ 

H»J 26 (115) :N- (2- {3- [3- (^O^/l^-^ 7°U7$ 

HPLCft^ (;£) : 3.34; MS (m/z) : 358 (M+H) + „ 
MW.M2 6 (116) :N- (2- {3- [ ( 7 - 7 Jr^r 

HPLCWfl (#) : 3.75; MS (m/z) : 384 (M+H) + „ 
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mmM2 6(117) : N- (2- {3- [ ( 9 - 7 ^^isl 

HPLC^Hi (#) • : 3.95; MS (m/z) : 412 (M+H) + „ 
3Sfefl!l2 6 (118) : N- (2- { 3 - [ 

HPLCWI (#) : 3.84; MS (m/z) : 398 <M+H) + 0 

2 6 (119) : N- {2- [3- (i/? P^3rv7l^ }> »V) 

HPLCft#ffi (£•) : 3.45; MS (m/z) : 320, 306 (M+H) + Q 
10 6 (120) : N- { 2 - [ 3 — ( 2 — ^ p^^^ywc h dry/) 

HPLCfi^ffi (#) : 3.45; MS (m/z) : 306 (M+H) + D 
MJ 2 6 (12 1) : N- [2- (3- { [5- (^y^t^i/) 

15 HPLCWI (#) : 3.47; MS (m/z) : 386 (M+H) + 0 
H»i]2 6 (1 2 2) : N- (2- {3- [4- (^^/I^^tx) 

HPLCM1 (#) : 3.42; MS (m/z) : 372 (M+H) + 0 
gg»!)2 6 (1 2 3) : N- (2- {3- [ (3 -7^; sfri^^SW ^~ 

HPLC§jltt1 (#) : 3.51; MS (m/z) 392 (M+H) + c 
UMI 2 6 (1 2 4) : N- {2- [3- ( 2 - 1/9 v^^cis/Uzc 3f-y) 

HPLC^H^ (^) : 3.58; MS (m/z) : 320 (M+H) + , 219 D 
25 H1&M2 6 (1 2 5) : N- [2- (3 -7° h^r^a^) ^gv^] - 0 
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HPLC»1 (#) : 3.22; MS (m/ z ) : 266 <M+H) + „ 

mmm2 6 (126) ; n- (2- [3- (^_P^v^2k2LL±i^ 

HPLCftt^FI (^) : 3.40; MS (m/z) : 336, 320, 292 (M+H) + 0 
5 HjfeM2 6 (1 2 7) : N- {.2- [3- ^^-JjV^T^^) Z7 x-~J\A re 

HPLCflMWW (#) : 3.23; MS (m/z) : 300 (M+H) + 0 
Hfifeffi.12 6 (1 2 8) : N- (2- [3- ( 2 -7 cnrr/Wc b ^rix) 

10 HPLC^I^ftl (#) : 3.33; MS (m/z) : 314(M+H) + 0 

gfe&fcM2 6 (1 2 9) : N- [2- ( 3 -A V zf h ^r->7 ^~7^) J^W] 

HPL«H| (#) : 3.23; MS (m/z) : 266 <M+H) + 0 

6 (1 3 0) : N- (2— (3 - [ (4 - ff-ZU^^/U) ^-^rxX] 

H P L C£M$B#Hg (#) : 3.44 ; M S (m/ z ) : 294 (M+H) + G 

mmm2 6 (131) :n- {2- [3 - (3, 3^2A±/k2l±^M z 

H P L C$Mf B#Hg (#) : 3.40 ; M S (m/ z ) : 294 0WE+H) + o 
20 HjfeM2 6 (132) :N-(2-{3-C ( 2 -:7°P fcVWQ-^V^) 

H P L C#Kpl^M (#) : 3.62 ; M S (m/ z ) : 322 (M+H)+„ 
gHfefli]2 6 (1 3 3) : N- {2- C3- ( 3 — ^ p p ^ '>) 

25 HPLC^^PbI (£0 : 3.66 ; MS (m/z) : 334(M+H) + „ 

aii26 (1 3 4) : N- {2- [3- j^^±A^^ZA 7 ^~)V\ ^ 



151 



WO 2005/020882 



PCT/JP2004/0 12768 



HPLC^NPF^ (#) : 3.33; MS (m/z) : 280 (M+H) + 0 

Mi 2 6 (1 3 5) : N- {2- [3- (^^^t^ri/) Ta—Aj ^ 

5 HPLCWI1 (£0 : 3.44; MS (m/ z ) : 294 <M+H) + „ 

jji2 6 (1 3 6) : N— {2- [3- ^ 

HPLC^FbI ($W : 3.56; MS (m/z) : 308 (M+H) + 0 
Hjfe0ij2 6 (1 3 7) : N- {2- [3- ±2k^J^l 2-^~2k} E: 

10 -B-T^ — l/ VV7^3-vWtW&. ■ 

HPLC^FI (#) : 3.67; MS (m/z) : 322 (M+H) + 0 
gltfeflll 26 (138) :N- (2 - (3- C (4 P u^^i^/U) 

HPLCMUFI (#) : 3.37; MS (m/z) : 336, 334 <M+H) + „ 
15 Hfti2 6 (1 3 9) : N- (2- {3- [2- (4-tert -Zf^/Vy 

HPLC^ffl (#) : 3.62; MS (m/z) : 370 (M+H) + 0 

Uli 2 6 (140) :N-(2-{3-[2- (2-j-y^M ^h^c^l 

HPLC^f#B#Ff9 (#) : 3.47; MS (m/z) : 364CM+H) + 0 
HjfeM2 6 (14 1) : N- (2- {3— [2- ( 4 - ^VK7 j. ^/^) ^ 

HPLC»fBl (#) : 3.40; MS (m/z) : 328 (M+H) + 0 
25 HMM2 6 (1 4 2) : N- {2- [3- (7 —/W^vO ~7 =^^~ 
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HPLCfiyWMB (#) : 3.78 ; MS (m/z) : 336 <M+H) + 0 

3] 2 6 (1 4 3) : N- (2- {3 - [2- ( 3 - * a. ~AA 



HPLC^^fNf^ (#) : 3.40; MS (m/z) : 328 <M+H) + 0 
5 H1M2 6 (1 4 4) : N- {.2- [3- (^vVWj-^^) 7 j. ^7^] 3^ 

HPLCWI1 (#) : 3.88 ; MS (m/z) : 350 CM+H) + „ 
H»ii2 6 (1 4 5) : N- (2- {3- [2- (2-^f/V7x^) J. 

10 HPLCW^I (#) : 3.38; MS (m/z) : 328 (M+H) + D 
gyfi#!l2 6 (1 4 6) : N- (3- {2- [4- (^O^/^^y^) 

H P L ClfcftBtP^ (#) : 3.55; MS (m/ z ) : 406 (M+H) + 0 
;jjM2 6 (1 4 7) : N- [3- ( 3 -!7 j^/I^/pt^^) ^Q-yVu] 



15 - g -T=?=-l/ Y ]) ~7}VjrvW& 

HPLCi» (#) : 3.33; MS (m/ z ) : 314 <M+H) + „ 
Hjfe^ii2 6 (1 4 8) : N- [3- ( 4 - 7 :^/K/ b =fr ^j^M — 

nVLCQm&fWl (ft) : 3.42; MS (m/z) : 328 (M+H) + „ 
20 Hjife#ll2 6 (1 4 9) : N- {3- [ ( 5 — 7 ji^/W^^vW) ^^vO X 

HPLCiMFsl (#) : 3.51; MS (m/z) : 342 (M+H) + „ 
$zMM2 6 (150) :N- {3- [2- (^^y?/W*/v:7 t 

25 HP LC^JfBfH!! (#) : 3.34 ; MS (m/ z ) : 360, 346 (M+H) + „ 

■1W2 6 (15 1) : N- (3- [ ( 6 - 7 ^ ^drix] ^< 
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HPLC^BIFI (£0 : 3.60; MS (m/z) : 356 (M+H) + 0 

MM®} 26 (152) : N- ( 3- [3 - (^<^^^-^-» *?3ri/l 

5 HPLCfi*f?l$ra (#) : 3.29; MS (m/z) : 344 (M+H) + 0 

3SMSflil2 6 (1 5 3) : N- (3- [ ( 7 -:7 ^=/WV7°^vU) #j£vj ^ 

HPLCfi^^M (#) : 3.69; MS (m/z) : 370 (M+H) + 0 
HifeM2 6 (1 5 4) : N- [3- (3-7a/»^P^»i/) -O-yVl/) 

HPLC^W (#) : 3.31; MS (m/z) : 330 (M+H)+ 0 



:M2 6 (1 5 5) : N- {3- [ (9-7x^;l//^;l/) 

HPLC^fl^i (£0 : 3.88; MS (m/z) : 330 (M+H) + D 
15 jjj 2 6 (1 5 6) : N- {3- C (8 — 7 ji^/VoT^ ^Vl^) £j£vj_j^ 

HPLC^JWIW (#) : 3.77; MS (m/z) : 384 (M+H)+ 0 
HlfeM2 6 (1 5 7) : N- [3- ( 2 -i^ p^^^yl/j. j> -<^v? 

20 HPLC^UFI (^) : 3.38; MS (m/z) : 292 (M+H) + D 

jlM2 6 (1 5 8) ; N- (3- { [5- (^Q- v^M" =fr ^) -<^;V\ 

HPLC^Hi (#) : 3.42; MS (m/z) : 372 (M+HK 
WJ2 6 (1 5 9) : N- {3- [4- (^^-^/k^-^rix) ^ h^rix] 

25 >i?M - B—T7~>- hV g^jtafi 

HPLCftM (£0 : 3.33; MS (m/z) : 358 (M+H) + e 
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jli2 6 (1 6 0) : N- (3- [ ( 3 -^^ / fc^^^ZM ±±^] 

HPLC^jfltfl (#) •: 3.45; MS (m/z) : 378 (M+H) + „ 
^i&ffi)2 6 (16 1) : N— [3- ( 2 — W p^^y^k^ b ±ld 

HPLC^NF^I (#) : 3.45; MS (m/z) : 306 (M+HK 

6 (1 6 2) : N- ( 3 -~zf fc ±i^<}^M — h 

HPLC^f$^ (#) : 3.14; MS (m/z) : 252 (M+H)+ 0 
10 HftM2 6 (1 6 3) : N- [3- (v^P^^/1^ Mrv^ ^O^/P] 

HPLC^tH^ (#) : 3.29; MS (m/z) : 278 (M+H) + „ 

6 (1 6 4) :N- [3- (^^^U^-^V) ^Q-y^l - g -T 

15 HPLC^^pBtK (#) : 3.16 ; MS (m/z) : 286 (M+H) + 0 

* 

^li 2 6 (1 6 5) : N— [3- ( 2 -7 au^J. h df-V) ^j^W] - 

HPLC^it^ (£•) : 3.25; MS (m/z) : 300 (M+H)+ 0 
m»!l2 6 (1 6 6) : N— -fl-Tv^^ 

20 h u 7;i/tpgaftt ' 

(#) : 3.16; MS (m/z) : 252 (M+H) + „ 
^j^ij 2 6 (1 6 7) : N- {3- C ( 4 — ,?* ^vW< ^VU) ^^vj 

- fl -77 h?J B^SfciL 

HPLCS^ (£0 : 3.36; MS (m/z) : 280 (M+H) + 0 
25 Hjj#iJ2 6 (1 6 8) : N- [3- (3, 3 - ^VK7* h =fr ->) ^^SVtQ 
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HPLC«PI (#) : 3.33; MS (m/ z ) : 280 (M+HK 
gglifefla2 6 (1 6 9) : N- (3— f (2-/Plf;^yf^) ^^ix] ^< 

HPLCW^ (#) : 3.56 ; MS (m/ z ) : 308 (M+H) + „ 
5 ^1M2 6 (1 7 0) : N- [.3- ( 3 —is 9 g^3r vvl^P tK^vQ 

HPLC^rjt^ (#) : 3.58; MS (m/z) : 320 (M+H) + 0 

tfti 2 6 (17 1) : N- [3- (^-^jU^jy) sQ-jS/U] - 6 — T 

10 HPLCWFI (#) : 3.25; MS (m/z.) : 266 (M+H) + 0 

j|jfe#!l2 6 (1 7 2) :N- C3- (^^vv^^) ^^v?/Kl - fi — T 

HPLCWH (#) : 3.40; MS (m/z) : 280 (M+H) + „ 
j|i2 6 (1 7 3) :N- [3- (^-T/^/l^^vO ^^vVH -fl-T 
15 MJ 

H P L (#) : 3.47; MS (m/z) : 294 (M+H) + c 
III2 6 (1 7 4) : N^- [3- (^-^^/I^^^) ^^jV\ - B -T 

HPLC^tffl (#) : 3.60; MS (m/z) : 308 (M+H) + 0 
20 gyfeM2 6 (1 7 5) : N- (3- [ (4-^PP^y-» ^-^M 

H P L C^:^^ (£•) : 3.31 ; MS (m/ z ) : 322, 320 (M+H) + 0 

6 (1 7 6) : N- (3 — [2— (4— tert — "? s f')V'7^~nA 

25 HPLC^JI^ (#) : 3.58 ; MS (m/z) : 356 (M+H) + 0 

MMm 26 (177) :N- {3- [2- (2 -t7f/W) E: h ±k2 ^> 
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HPLC^^FbT (#) : 3.42; MS (m/z) : 350 (M+H) + „ 
%zMM2 6 (1 7 8) : N- {3 - [2- ( 4 g_h_^vj 

5 HPLCGM$B#FiSJ (#) : 3.34; MS (m/z) : 314 (M+H) + „ 

mMM2 6 (1 7 9) : N- [3- (/^/^^iX) ^^vW - —Tv 

HPLCtfcifHtF^ (£•) : 3.71; MS (m/z) : 322 (M+H) + „ 
^jfc#U2 6 (1 8 0) : N- {3- [2- (3-^^/^^^^/^) ^h=frv / ] 

HPLCfi^W (#) : 3.34; MS (m/z) : 314 0VE+H) + „ 

6 (18 1) : N— [3- i'fX/jVttl/) ^VSVH - B — 7*7 

HPLC^UFbI (£0 : 3.80; MS (m/z) : 336 CM+H) + 0 
15 mmM2 6 (1 8 2) : N- {3- [2- (2-*?-;V7^=-;V) xh^V] 

HPLC^i (£0 : 3.33; MS (m/z) : 314 (M+H) + 0 
H»J2 6 (1 8 3) : N— [3- (3- {2- [4- (^^vVl^-^v^) 
~7^^;V\ ;7^=vP) :/gfc:Vl/1 - B -77^^ M)7/^p 

20 jflggji 

HPLC^ffl (#) : 3.64; MS (m/z) : 434 (M+H> 0 
Hjfe^J2 6 (1 8 4) : N- {3- [3- ( 2 -7»; h±*d ^ 

HPLC^^ (£•) : 3.33; MS (m/z) : 344 (M+H) + „ 
25 H»)J2 6 (1 8 5) :N- {3 - [3- ( 3 -7ac^/^PaK^V) 7^ 
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HPLC^HM (#) : 3.45; MS (m/z) : 342 (M+H) + Q 
HjfeM2 6 (1 8 6) : N- {3- T3- (4-7a^b^) 

HPLC^il (#) : 3.53; MS (m/z) : 356 (M+H) + 0 
5 mtfoW2 6 (1 8 7) : N- (3- {3- [ ( 5 -7 o^/W^^/U) 

HPLCWi (#) : 3.64; MS (m/z) : 370 (M+H) + 0 
g|fl60il2 6 (1 8 8) : N- (3- {3— [ ( 6 — Z a. ~ i/Vl") 

10 HPLCSW (2j0 : 3.73; MS (m/z) : 384 (M+H) + 0 

H»J2 6 (1 8 9) : N— (3- {3- [3- j^^A^Ud ^oaK 

HPLC^HI (#) : 3.40; MS (m/z) : 372 (M+HK 

Hi 26 (190) : N- (3- {3- [ (7 - 7 a^/W^^vk) ^ 

HPLCMfllll (#) : 3.82; MS (m/z) : 398 (M+H) + o 




;jfe#ij2 6 (19 1) : N- (3- (3- [ ( 9 —7 ~/k) 
^cc^/k} T'PfcVU) -g-77 = y M?7/^P§afeaL 
HPLC^J^Bt^ (#) : 4.00; MS (m/z) : 426 (M+H) + Q 
20 SljifeM2 6 (1 9 2) : N- (3- (3- [ (8-7a=Wf;Wt» 

HPLC^M (#) : 3.89; MS (m/z) : 412 (M+HK 




;»J2 6 (1 9 3) : N- {3- [3- ( 2 -v^ p^yf;l/j h ^-^) 

25 HPLCfiy$B#ffl (#) : 3.51 ; MS (m/z) : 320 (M+H) + „ 

36011 26 (194) : N- [3- (3- { [5- i^s&JVttis) 
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HPLCWfl (ft) : 3.51; MS (m/z) : 400 (M+H) + 0 

^ifefli|2 6 (1 9 5) : N- (3- {3- [4- (^^vW;*-^) ~? h*c 

5 HPLCflMtBtHl (#) : 3.45; MS (m/z) : 386 (M+H) + „ 

H»[|2 6 (1 9 6) : N- (3- {3- [ ( 3 -7 ^7 :frS^<^vW ^~ 

HPLCW^ (#) : 3.55; MS (m/z) : 406 (M+H) + D 
Hjfe0U2 6 (1 9 7) : N— {3- \ 3 - ( 2 p^^^x h ^jx) 

HPLCftWI (#) : 3.60; MS (m/z) : 334 (M+H) + 0 

;M2 6 (1 9 8) : N- [3 - ( 3 -~? x-~;V) ^P fcVH - 



HPLCMf^ (ft) : 3.29; MS (m/z) : 280 (M+H) + 0 
15 Uli 2 6 (1 9 9) : N— {3- [3- (is? u^i/=$-jV* Y ^*S) 

HPLC^^II (ft) : 3.42; MS (m/z) : 306 (M+H) + 0 
SyfcM2 6 (2 0 0) : N- {3- [3- (^O^^ttis) 7x^;l/] -? 

20 HPLC^jl^ (#) : 3.29; MS (m/z) : 314<M+H) + 0 

$*MM2 6 (2 0 1) :N— {3— [3— ( 2 — !7 h ^ v') 7a^ 

HPLCi&m$m (ft) : 3.38; MS (m/z) : 328 (M+H) + „ 

Uli 2 6 (2 0 2) : N- [3 - ( 3 y M£^Z ~7°v\f;V\ 

25 - 8 -77^^ hJLZZj^lS 

HPLC^M^I^ra (£0 : 3.29; MS (m/z) : 280 CM+H)+ 
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mmm2 6 (203) ;n- o - o - c u-^^vi^o^wo 

HPLC^ffB#Ffg (#) •: 3.49; MS (m/z) : 308 (M+H) + 0 
jgjfe0H2 6 (2 0 4) :N-{3-[3- (3, 3 - ?vK7* f=frix) 7 

HPLC^f^l (#) : 3.45; MS (m/z) : 308 <M+H) + e 
^lffiM2 6 (205) :N— (3- (3— [ ( 2 — fcVW<y3vl<0 ^-^r 

HPLWffl (#) : 3.69; MS (m/z) : 336 (M+H)+„ 
10 jfei2 6 (2 0 6) : N— {3- [3- ( 3 — p^3r->vK7°P zKgf^Q 
7i^] 7°PbVP} -6-77^y b U 7;^P^it 
HPLC^ftHtfH! (£•) : 3.71; MS (m/z) : 348 <M+H)+„ 
ggjfeffi]2 6 (2 0 7) : N- {3- [3 - Kyf/Pt^rV) ^ 

p tvw — b — t?~i/ HJ^/ua-nMfetft 

15 HPLC^iHi (#) : 3.42; MS (m/z) : 294 (M+H) + 0 

jHifeff!J2 6 (2 0 8) : N— {3- [3- j^J^A^tkl Z^EZkJ X 
p \f;v) — B -77^^ MJ 7;^pS^a 
HPLC^I^i (£0 : 3.51; MS (m/z) : 308 (M+H) + „ 

6 (2 0 9) : N- {3- [3- (^vT^/l^^r vO 7 ^ 7° 

20 PtWl -8-77^ Ky7;^PftM 

HPL«ffl (£0 : 3.60; MS (m/z) : 322 (M+HK 
Hjfe^!i2 6 (2 10) : N- {3- [3- (^g_g2k^±^3 !7^^H 7° 
p fcVM — fi — Ty=-^ MJ y/Usfrxi Mfejfe 
HPLCWK (#) : 3.71; MS (m/z) : 336 (M+H) + e 

25 Hfeffi|2 6 (2 11) : N— (3- {3 - [ aLjF±J 

7°p bVP) - B -77^> hi) ^/^Pgafejft 
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H P L C&JSB#M (#0 : 3.42 ; M S (m/ z ) : 350, 348 (M+H) + „ 
mmM2 6 (212) :N- (3- {3- [2- (4-ter t -^/UZ7 

^^;v) jib^S/l -yoL^M fn\f;v) f D 7;vtoj 

5 HPLCWi (#) : 3.67; MS (m/z) : 384(M+H) + „ 

26 (213) ; N- (3- {3- [2- (2 — j-^ ^vW) J- b jrvj 

HPLCWFI (:&0 : 3.53; MS (m/z) : 378 (M+H) + „ 
«i0tj2 6(214) :N-(3-{3-[2- tf' A''? E: 

io b^v^l 7x^;u) -7*0 nW) - a —T^^^y b U 7/^:3- ogEBMtt 

(#) : 3.45; MS (m/z) : 342 (M+H) + 0 
^1ife^J2 6 (215) :N-(3-C3- (S ~As**is) ZjE^kl ^ p 

HPLC^fNFFI (#) : 3.84; MS (m/z) : 350 (M+H) + 0 
15 gML26 (216) ;N- (3- {3- C2- ^ 

HPLC^Ufsl (£0 : 3.45; MS (m/z) : 342 (M+HX 
mmM2 6 (217) :N- {3- f3- j^A^tM 7j E~M ^ p 

20 "HPLC^jl^ (ft) : 3.93; MS (m/z) : 364 (M+H) + 0 

jffij|2 6 (218) :N-(3-{3-[2- (2-^^ /U7a^7l/) ^ 
b^->l 7°P bVU) - fl —T=7~^ h y 7/^P^jt 

HPLCWfl (ft) : 3.44; MS (m/z) : 342 (M+H) + 0 
gffii 2 6 (219) :N-(3-U-[3- (4-7/^ n7x^) 
25 ^PT^^iX] 7ai^/M ~7xi\?)V) - B -T^^V fy7/>toM 
HPLCWFI (#) : 3.49; MS (m/z) : 360 (M+H) + 0 
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112 6 (2 2 0) : N- (3- {4- [3- (A-^fn^y -f 

psfrfri/l -7ol^M zfu\?M -B-T*7~l/ hV^/u^-umWtM 

HPLC^#H^ (#) •: 3.60; MS (m/ z ) : 422, 420 (M+H) + „ 

mMM2 6 (2 2 1) : N- [3- (4- {3- [4 — (b!J7;VtP^f 

/lo^pgfe 



HPLCWFI (£0 : 3.62; MS (m/z) : 410 (M+H) + 0 

^«!l2 6 (2 2 2) : N- (3- {4- [3- (3-^^7x^;U) ^ 

10 HPLC^Nf^ (#) : 3.55; MS (m/z) : 356 OVE+HK 

;lifcM2 6 (2 2 3) : N- (3- {4- [3- (2—# a a^^^/l^) :7° 

ptK^-v^] ^PHVl^) - |3 -T^y h D 7/VtP 

HPLC^H#F H 1 (#) : 3.55; MS (m/z) : 378, 376 (M+H) + Q 

:jj 2 6 (2 2 4) : N- (3- (4- [3- (2, 6-^pp7x^ 
15 /k) ■T'p^dri/] ^cn^/W ^Ptf/v) - g —T^^l/ MJ7;^pjj 




HPL«H^ (#) : 3.64; MS (m/z) : 412, 410 (M+H) + a 

»l 2 6 (2 2 5) : N- (3- {4- [3- (4 PP7x^) :7° 

qgjfrfrVl 7x^;H :/pfc 0 /^) MJ 7/W-p@T^:jfc 

20 H P L CfiEftttlRT (^) : 3.58 ; M S (m/ z ) : 378, 376 (M+H) + 0 




feffi]2 6 (2 2 6) : N- (3- {4- [3- ( 2 — * ^7^7 a^/k) ^ 
HPLC»F H 1 (£0 : 3.49; MS (m/z) : 356 (M+H)+ 0 



*|2 6 (2 2 7) : N— (3- (4- [3- (3-^PP7a=/^) Z? 

25 gjgjg^] 7x=;W ^PbVi^) —B-Ty — ^s hJLZZk^E 

HPLC^HfFeO (£0 : 3.56; MS (m/z) : 378, 376 (M+H) + < 
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jfe[feffil2 6 (228) :N- (3-{4- T3- (4 - ^ f^7a^;l/) 

HPLCftj^lI (#) •: 3.44; MS (m/z) : 372 (M+H) + 0 
gjl2j (2 2 9) : N- (3- {4- [3 - ( 2 -zfv zf 

HPLCW^ (#) : 3.58; MS (m/z) : 422, 420 (M+H) + „ 

gfeifeflll2 6 (2 3 0) : N- (3- {4- f3- (3-^fP7x^k) ~7_ 
ptK^^] ^ji^/W :/Pfc:VvO - B -T^ — V h ]J 7;^P^tt 

HPLCftjlffl (#) : 3.44; MS (m/z) : 387 (M+H)+ 0 

10 gHM2_6 (2 3 1) : N— (3- {4- [3^- ( 3 -7 jVJrv ~7 

(#) : 3.49; MS (m/z) : 360 CM+H) + 0 
6 (2 3 2) : N— (3- {4- [3- (3, 4-^ f=fr->:7^ 

^;v) 2lHJlj£±j 7x^;u} ^PhVi^) -e-77^y bJLZZk^HH 

15 g^j[ 

HPLCWFI (#) : 3.34; MS (m/z) : 402 0VE+H)+ o 
^MJ2 6 (2 3 3) : N- (3- {4- [3- (3-7xy^>7a^/l/) 

HPLCf*^^ (#) : 3.71; MS (m/z) : 434 (M+H) + 0 
20 gyj|l2_6 (2 3 4) : N- (3- (4- [3- (3, 4-t?7^tP7x 

HPLC^fl (#) : 3.53; MS (m/z) : 378 0V[+H) + o 

HflSfltJ 26 (235) :N- (3- {4- [3- (3, 4, 5 - MM b =fr 
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HPLC^K (#) : 3.31; MS (m/z) : 432 CM+H) + 0 
mMM2 6 (2 3 6) : N- T3- (4- {3 - T3- (MJ^/^n^ h 

5 HPLCWFrI (#) : 3.64; MS (m/z) : 426 <M+H) + 0 

3llife0i]2 6 (2 3 7) : N- [3- (4- {3- f2. LLiLZ^k 

T> U :7/i^-p§T^&: 

HPLC^FI (#) : 3.69; MS (m/z) : 478 (M+H) + „ 
10 jffiM 2 6 (238) : N- (3- {4- [3- {2^7u^7j£~M ~? 

H P L C^NFfl (#) : 3.60; MS (m/z) : 422, 420 (M+H) + 0 

mmmzQ (239) :n- [3- (4- {3 - [3. 5 -if* 

15 h V 

HPLC^Il (#) : 3.75; MS (m/z) : 478 (M+H) + 0 
mmM2 6 (2 4 0) : N- [3- (4- {3- f3- (MJ7/^P^f 

20 H P L C^jfUfl (#) : 3.60; MS (m/ z) : 410 (M+HK 

tj«2 6 (2 4 1) :N- {3- [4- (3-7x=^h^) 7a^=- 

HPLC^HM (#) : 3.53; MS (m/z) : 356 (M+H) + 0 
adjffj!_2 6 (24 2) : N- {3- [4- (tfv^P [4. 2. Ol £g £ 
25 -1, 3, 5- h*^) ZjE^Jkl XBXM - g ~ 
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10 



HPLC^f^ (ft) : 3.44; MS (m/z) : 340 (M+H) + 0 

'4 2 6 (24 3) : N- {3- [4- ( 2 —* 3 -~7 au^jV^fxi 



HPLC^^PbI (ft) : 3.55; MS (m/z) : 356 (M+H) + e 
mmM2 6 (2 4 4) :N- {3 - [4- (3. 3 - v^^/K/n tf^-j/) 

HPLCWI (#) : 3.62; MS (m/z) : 418 (M+H) + 0 
2 7 : N- (3- [4- (4-7 Y*ls) Z^^Zk] 




^^COOH 
• HCI 

(IMA) ^nnf!) ^/Vflf/jg {TAs*/~- hf^yo *±§g ; C a t N 
o. 800380) (1. OOmmol/g., 1. 0g N 1. Ommol) 
c^i^^nu^^V (5mL) MMWHtZ- 0 °CX\ MMM 2 4 ""CKSt U/tflS-fr* 
(3 2 3mg) <£>N, N-^ y7°D kV^f ^ (0. 70mL) 
15 .fctKv 5 ^ nn^^^ (5mL) ©M^lrlTLs i^nu^:/ (2m 
L) t*^^ 5 i: 5 bfc„ «MSS:3iBU (v^ 

\ ^ ^ / — : i?4 y~7v \f/V^^-;VT ^ ^= 5 1 : 6 : 3 ) *C 
• 3® N ^ 3-HIv N, N — f/V*;VA7 ^ K*C 2 Hk W - 

nu*?l/~Z2. Wtet* - t X*7 z± / —/Isffiffi ( 1 • 1 9 5 g ) 

20 &#fc 0 

(IgB) 7x/-;HiI (lOOmg) Hilt*4-7x^;^y-l 
-3 — /l' (0. 4 2mmol) ^MtlIzM.. Wtrr h 9 t Kb 7 9 ^ (O. 
4mL) s ^OP^^ (0. 4mL) fciJI*.* ISt'bD-n-^ 
tJn^^^V (0. 4 2mmol) SrffiTU 1, 1' -Tv'tf* (N, N- 
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F) (0. 4 2mmo 1) lriD^ ^St«5^It5 

bfc„ ®m*z>m^ m&mm (^po^^y^f^t kp 7 7 y = 1 : 

( c . a . lOOmg) «r#fc 0 
5 (IIO 7 * ~yVcc— ^A^IMB ( c . a . lOOmg) \Z.gM.X-ffiWL ( 0 . 
2mL) > MJ /!✓ (O. 21111)^^00^^^(0. 

6mD ^m.xsmmmt ? ra&^ju cm : 

HP 7A-*nx^/- : ^na^y= l : 1 : 3) -C2IIk n a 

10 77^- (^=^f-^ : g^J-^vl^ 5 : 1 "<*EfiW"£ iil- 

«fc?), N- (t e r t-^^^^/V^) -N- {3 - [4- (4-7 
^^/KT'h^V) 7^^/^] 7nl:VW -jS-T^-^ (2mg ; B o c {$■) 

(IgD) B o cm^M.V4NMit7KB-^^^f'^MW. (lmL) Sr^JB 

mg) Sr#/c 0 

TLC • Rf 0.20 n n#c/W» : $ J — ;V ■ T^^=-T^= 8 0:2 0: 
4) ; 

iH-NMR (CDsOD) : 5 1.76 (m, 4H), 1.96 (m, 2H), 2.68 (m, 6H), 3.01 (m, 
20 2H), 3.24 (t, 2H), 3.94 (m, 2H), 6.83 (d, 2H), 7.17 (m, 7H) 0 
Iflfefll] 2 7 (1) —27 ( 9 ) 

MM 2 7 £ |PI<R©aM^H:f«H-r. i: J; 5 s ^Tl-^i~<b^^#f-o fc*^ 

;»!J2 7 (9) ©f&fi^&JEfi^SlcaaV^TWu XmD»fTt?^^ofCo 



25 Hm^iJ 27 (1) : N- (3 - {4- C (6 -7a=^^) 
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TLC :K£ 0.29 (^nn$;VA : J— ;V \ T^^t— TtK= 8 0:2 0: 
4) ; 

iH-NMR (CDaOD) : 5 1.42 (m, 4H), 1.64 (m, 2H), 1.74 (m, 2H), 1.96 (m, 
2H), 2.66 (m, 6H), 3.01 (m, 2H), 3.24 (t, 2H), 3.91 (t, 2H), 6.83 (d, 2H), 7. 
5 13 (m, 5H), 7.22 (m, 2H)„ 

» 

gjgffjL27 (2) : N- (3- (4- [ (7 -7 ^~>V^-7^-/V) 

Z7^^M r/PfcVu) -B—TJ — l/ 

TLC : Bf 0.31 na*;^ : /'—/V : T^^^T^= 8 0:2 0: 
4) ; 

10 iH-NMR (CDsOD) : 8 1.38 (m, 6H), 1.62 fa, 2H), 1.72 (m, 2B), 1.96 (m, 
2H), 2.66 (m, 6H), 3.01 (m, 2H), 3.23 (t, 2H), 3.92 (t, 2E0, 6.83 (d, 2H), 7. 
12 (m, 5H), 7.23 (m, 2H)„ 

Ml 2 7 (3) : N- [3- (4 h*^7 ^p fcVH -fl- 

15 TLC :Rf 0.21 P ptJs/^ : #J — /l^ : T l^^=- Tfc = 8 0 : 2 0 : 
4) ; 

iH-NMR (CDaOD) : 6 0.97 (t, 3H), 1.47 (m, 2H), 1.73 (m, 2H), 1.96 (m, 
2B3, 2.67 (m, 4H), 3.01 (m, 2H), 3.23 (t, 2H), 3.93 (t, 2H), 6.84 (d, 2H), 
7.12 (d, 2H) 0 

20 Hi 2 7(4) : N- { 3 - [4 - l^O-^S^*^) ~7 a^-fiA ~/v¥ 

TLC :Rf 0.24 (;? p PtfJ/W* : *<?S~-si/: T^^~ TtK= 8 0:2 0: 
4) ; 

iH-NMR (CDsOD) : 5 0.94 (t, 3H), 1.41 (m, 4H), 1.72 (m, 2H), 1.96 (m, 
25 2H), 2.65 (t, 2H), 2.71 (t, 2H), 3.01 (m, 2H), 3.24 (t, 2H), 3.92 (t, 2H), 6.84 
(d, 2H), 7.12 (d, 2H) 0 
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MM2 7 (5) : N- {3- [4- t^^A^^Jd y =c~>V\ 



TLC :Ef 0.27 nn^vA : * $ J— ;v : TV^-^TtK= 8 0:2 0: 
4) ; 

5 iH-NMR (CD 3 OD) : 8 0.91 (m, 3H), 1.35 (m, 4H), 1.48 (m, 2H), 1.74 (m, 
2H), 1.96 (m, 2H), 2.65 (t, 2H), 2.71 (t, 2H), 3.01 (m, 2H), 3.24 (t, 2H), 3. 
93 (t, 2H), 6.84 (d, 2H), 7.12 (d, 2H) D 

jlM 2 7 (6) :N- (3- [4- (^yf;^^^) 7 7°u\£ 

10 TLC Kf 0.29 (^np*;l/i l :^^/-/l':Ty : e-T7k=8 0 : 20 : 
4) ; 

iH-NMR (CD3OD) : 5 0.90 (m, 3H), 1.32 (m, 8H), 1.72 (m, 2H), 1.96 (m, 
2H), 2.65 (t, 2H), 2.70 (t, 2H), 3.01 (m, 2H), 3.23 (t, 2H), 3.92 (t, 2H), 6.84 
(d, 2H), 7.12 (d, 2H) 0 

15 mffi.M27 (7) : N- {3- [4- Oj-^tM^-'friX) 7x^] 

TLC :Rf 0.30 n nzft/l'A : ^ — ^ : Ti""^— TtR= 8 0:2 0: 
4) ; 

iH-NMR (CD3OD) : 5 0.90 (m, 3H), 1.31 (m, 10H), 1.74 (m, 2H), 1.96 
20 (m,2H), 2.65 (t, 2H), 2.71 (t, 2H), 3.01 (m, 2H), 3.24 (t, 2H), 3.92 (t, 2H), 
6.84 (d, 2H), 7.12 (d, 2H)„ 

ggjfeffi]2 7 (8) : N- {3 - [4- ^^^/U] :/p fcVW 

TLC :Rf 0.31 (^oo^M : *Z J'-fl". Tl/^— TtK= 8 0:2 0: 
25 4) ; 

iH-NMR (CD3OD) : 6 0.89 (m, 3H), 1.29 Cm, 12H), 1.73 (m, 2H), 1.96 
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(m, 2H), 2.65 (t, 2H), 2.71 (t, 2H), 3.01 (m, 2H), 3.24 (t, 2H), 3.92 (t, 2H), 
6.84 (d, 2H), 7. 12 (d, 2H) D 

IlifeffU 27(9) :N-(tert zlL b ^^flA^^/tO — N- ( 3 - {4 
5 >L 

TLC:Rf0.40 (^pd^A ; ^;-;V=l 0 : 1) ; 

iH-NMR (CDCla) : 6 1.45 (s, 9H), 1.67 (m, 8H), 2.53 (t, 2H), 2.64 (m, 

4H), 3.23 (t, 2H), 3.47 (t, 2H), 3.92 (t, 2H), 6.81 (d, 2H), 7.07 (d, 2H), 7.18 
(m, 2H), 7.27 (m, 3H) D 
10 ^jfe^j2 8 : N- {3- [4- (3 -7 ji^/K^p ^vQ 7x^] 7°P 
bT/M -N- ( 3 — 7 3i p bVk) -8-77^^ M) y/U'a-aiEgfe 




• CF3COOH 



t e r t—'ff'JV N- {3 - [4- (4-7x=;V7*h^) 7c^/l/] 
15 7°PtVW -j3-77=^h (8. Omg) ©^nni^y (0. 2m 
L) $&mZ3 — 7x>^J\'~7u/*1 — )V (0. 0 0 8mL) *Jit>'tMJ!)A 
hyr-fe h^^p tKU K ( 2 1 m g) Sr*Px.T 1 7 ^ffi&BLVfiik. 0 b 
fdo RlSift^WJJ:^^/— A* (1. OmL) «r*q*.T*3RU 
/^/^VRWJig (5* h — T'ttfil; C a t No. MIL1025) (2 

20 0. 3mmol) SrJPifC 1 B*BBJW1 Ufc. is&EUfflB&toif* 

bituwu v ? ^PP^i?>'*3<tt) ? 7«^/--/^-e^bfc^, 5%hy^ 

A-T^-^*/— A'*^ (1. 0mLX2) 3 0 bfc 0 
&*r|I|JfcU *ft&&£*>**C*«Lfc. &mzh V7fr**mWt (1. 0 
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mL) *3itr^nn^^>- (1. OmL) &Jn*.T\ mm."T*l eftfBlfflfr 

*»u Tm®&m.*#i-z>mm<t-&ya ciomg) &#fc„ 

TLC : Rf 0.81 (gftk^A' : %m : 7K= 3:1:1) ; 
iH-NMR (CD 3 OD) : 5 1.83-2.00 (m, 4H), 1.99-2.13 (m, 2H), 2.57-2.69 
5 Cm, 4H), 2.70-2.84 (m, 4H), 3.04-3.20 (m, 4H), 3.40 (t, 2H), 3.91 (t, 2H), 
6.83 (d, 1H), 7.11 (d, 2H), 7.14-7.33 (m, 10H)„ 

H^fe#ij2 9 : 3- ( { (2E) -3- [4- ( 3 —7 ^—/KT'p 7 



10 13 -77^^ (4 3 3mg) (Dtf/sV (3 0ml) WRWZ-fo&tfcl' 
hV 1 ?^ (2 0 4mg) SrAlJx.fc 0 JS^Jc 0°CT? f U ^ h # ^ (5 

3 2/xl) (2E) -3- [4- (3-^^.^^D^dri/) 7x 

s^AO ^ - 2 -o^— A (1. 43g) <D & J —/V (30ml) t T h 
7tKP77> (10ml) ^^^Bx.fc 0 S/£?ll^&0 o CT*3 0^ 

15 muwistco m&mzo°cx~7kmik* i ?m*rhvvj>> (22i mg ) fc-jnx. 
fc„ . %.j&m&® % 0 °c-e 3 0 &mm& ufc„ kj&&£*4*> £ 2 c 5 . 5 

ml) SrJn^ «L7c 0 #fe^»aEJc^an*/^ : ttS'-As : 
^•^T7K=8 0 : 10 : 1 SrJP*., 5iibfc 0 #bfr;fc#fffl$&>te: 

20 n-^r b^77-f- (^anTfr/W* : p**/— /V: T^ j E-^TtK=8 0:2 0: 
4) -cJfclSLfco ^fhtzMWkm<D*J'%-3r-y-l/ (10 0ml) i:7X (15m 
1) I»0tt*4mo 1/1 <Dmfci&m-*S**V'ym& (0. 9m 1) 
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SkT<Dqoffl&&*rtzm&te&to (l. I6g) Sr#fe, 

g3>^ : 1 8 1-1 8 6°C ; 

TLC^Rf 0.19 o n 3jvVJ» : —A* : T >~e— TtK= 8 0:2 0: 

4) ; 

5 iH-NMR (CDaOD) : 5 7.39 . (d, J=9.00Hz, 2H), 7.11-7.28 (m, 5H), 6.88 
(d, J=9.00Hz, 2H), 5.77 (tq, J=7.50, 1.60Hz, 1H), 3.96 (t, J=6.50Hz, 2H), 
3.88 (d, J=7.50Hz, 2H), 3.30-3.34 (m, 2H), 2.74-2.83 Cm, 4H), 2.15 (d, 
J=1.50Hz, 3H), 2.00-2.11 (m, 2H)„ 
jll2 9 (1) -2 9 (4) 




10 (2E) -3- [4- O-^^/K/n^dr--/) :7^~/K] ?#-2- 

f£L s ^»J2 9 (4) (ofc&m^ *asfcia^©3SftKis^ff*>*^ofc 0 

1112 9 (1) : 3 - ( { (2E) -3- [4- ( 3 - P ^HX/V^ 

TLC-Rf 0.22 n n : ^ * / — A> : T^^E-— TtK= 8 0:20: 

4) ; 

iH-NMR (CD3OD) : 6 0.84-1.01 (m, 2H) 1.13-1.40 (m, 6H) 1.61-1.83 
20 (m, 7H) 2.34 (s, 3H) 2.77 (t, J=6.50Hz, 2H) 3.22-3.29 (m, 2H) 3.82 (d, 
J=7.00Hz, 2H) 3.93 (t, J=6.50Hz, 2H) 5.95-6-09 (m, 1H) 6.68-6.76 (m, 2H) 
7.06 (d, J=15.50Hz, 1H) 7.43 (d, J=9.50Hz, 1H)„ 
lfiffl2 9 (2) : 3- ( f [l-pt^^-6- ^~> Vrf 




25 Ml 



gfe^C : 1 6 2. 5-163. 3°C; 
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TLC-Bf 0.16 a n #»/Kk : ^ # / —;V : T l/*e~T7k= 8 0:20: 
4) ; 

iH-NMR (CD 3 OD) : 6 7.09-7.33 (m, 6H), 6.66-6.80 (m, 2H), 3.95-4.01 
(m, 2H), 3.93 (s, 2H), 3.25-3.34 (m, 2H), 2.71-2.83 (m, 4H), 2.61-2.71 (m, 
5 2H), 2.26-2.38 (m, 2H), 2.15 (s, 3H), 1.72-1.83 (m, 4H) Q 

mmmz9 (s) : 1- f [ 1-^^/1^-6- u-^^^^/f^^) - 

TLC:Rf 0.14 n n : * 7 — : T >^~T7K= 8 0:20: 

10 4) ; 

iH-NMR (CD3OD) : 8 7.03-7.39 (m, 6H), 6.64-6.82 (m, 2H), 4.20-4.48 
(m, 2H), 4.16 (s, 2H), 3.92-4.06 (m, 2H), 3.57-3.82 Cm, 1H), 3.24-3.36 (m, 
2H), 2.61-2.79 (m, 4H), 2.17-2.29 (m, 5H), 1.72-1.83 (m, 4H) ; 

MM> : 1 2 1~1 2 2°C 0 
15 mW.M29 (4) : N- { f 1 - ( 5 -7x^/W<^ -lH-^VK 

TLC:Rf 0.23 (^aa^A : — : T^e~Tzk=8 0:20: 

4) ; 

iH-NMR (CD3OD) : 8 7.66 (d, J=1.50Hz, 1H), 7.46 (d, J=8.50Hz, 1H), 
20 7.16-7.26 (m, 4H), 7.06-7.14 (m, 3H), 6.46 (d, J=3.00Hz, 1H), 4.25 (s, 2H), 
4.18 (t, J=7.00Hz, 2H), 3.15 (t, J=6.50Hz, 2H), 2.53 (t, J=7.50Hz, 2H), 2.48 
(t, J=6.50Hz, 2H), 1.78-1.90 (m, 2H), 1.54-1.66 (m, 2H), 1.23-1.36 (m, 2H) 0 
ggjjfcff!l3 0 : 3- [4- [4- (3-7*^0^) :7^ ~/W) -3, 

6-^b (2H) z ^£Aj_2lH£iZM hiLZ^LHllll 

25 It 
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20 



• CF3COOH 




COOH 

4- o-r^yynbvi^) y * / — jvcdWp v be 4 - [4- (3-^^ 

^/l^tJTKdrv') -1, 2, 3, 6— t h7t Kotfp v^SrJB 

TLC:Rf 0.24 n n *J>/kA : ^ ^ / —/I' : T ^^=TtK= 8:2:0. 
4) ; 

iH-NMR (CD3OD) : 5 7.40 (d, J=8.97Hz, 2H), 7.10-7.30 (m, 5H), 6.90 



(d, J=8.97Hz, 2H), 5.92-6.09 (m, 1H), 3.96 (t, J=6.22Hz, 2H), 3.89-4.00 (m, 
10 2H), 3^52 (t, J=7.04Hz, 2H), 3.47-3.68 (m, 2H), 2.88 (t, J=7.04Hz, 2H), 
2.83-2.92 (m, 2H), 2.79 (t, J=7.80Hz, 2H), 1.97-2.14 (m, 2H) G 



31-01 — mmm 31-94 



$-T?~>'<DftfrV\Zfa : %-rZ>T^^<k&Vd&, (2E) -3- [4- 

9 2 9 i ra*©»f^«r U £*T<£><fe§rt4 



15 tsr/^t f^^st^t, 

3 1-01 : 3- ( { (2E) -3- [3 -^^-4 - " (3 -7 




HCI 



TLC:Rf0.15 (^Pn*;^ : *9 J'—jV-. T>^~T7k=8 0:2 0: 
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4) ; 

iH-NMR (CDsOD) : 8 2.05-2.13 (m, 2H), 2.23 (s, 3B0, 2.73-2.86 (m, 
4H), 3.24-3.29 Cm, 2H), 3.79 (d, J=7.50Hz, 2H), 3.97 (t, J=6.00Hz, 2H), 
6.03-6.14 (m, 1H), 6.72-6.83 (m, 2H), 7.11-7.29 Cm, 7H) 0 
5 gUM 3 1-02 : 3- ( {(2E) -3- [ 3 - ^ "f-fV- 4 - (4-7 

TLC :Rf 0.16 wfc/UA, : — A' : Tl<' i Z~Tik= 8 0:2 0: 

4) ; 

10 iH-NMR (CD 3 OD) : 8 1.78-1.86 (m, 4H), 2.19 (s, 3H), 2.64-2.79 (m, 
4H), 3.23-3.28 (m, 2H), 3.78 (d, J=7.00Hz, 2H), 3.96-4.03 (m, 2H), 
6.03-6.14 (m, 1H), 6.76 (d, J=15.50Hz, 1H), 6.83 (d, J=8.00Hz, 1H), 
7.09-7128 (m, 7H) 0 

^jjfeM 3 1-03 : 3- [ ( (2E) -3 - { 3 - 7 4 - [ (5- 

15 7*-/^yf;V) ^-^V] :7cc~/W -2— -?n^~)V) 7^ /] /n^ 

TLC :Rf 0.18 (^noW : /t': T^^e^T;^ 8 0:2 0: 

4) ; 

iH-NMR (CD3OD) : 8 1.48-1.58 (m, 2H), 1.65-1.75 (m, 2H), 1.77-1.87 
20 (m, 2H), 2.15 (s, 3H), 2.64 (t, J=7.50Hz, 2H), 2.75 (t, J=6.50Hz, 2H), 
3.19-3.28 (m, 2H), 3.78 (d, J=7.50Hz, 2H), 3.97 (t, J=6.00Hz, 2H), 
6.02-6.14 (m, 1H), 6.76 (d, J=16.00Hz, 1H), 6.83 (d, J=8.00Hz, 1H), 
7.08-7.27 (m, 7H) C 

SUM 3 1-04 : 3- ( { (2E) -3- [4- ( 4 - 7 en ~/K/ 
25 vO - 2 -^7=^} 75/) -Tu^sWi m®M. 

TLC : Kf 0.20 (^nn*M : J— )V \ Tls*e~Tfc=8 0:2 0: 
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4) 



iH-NMR (CDsOD) : 5 1.76-1.82 (m, 4H), 2.14 (d, J=1.50Hz, 3H), 
2.64-2.71 (m, 2H), 2.76 (t, J=6.50Hz, 2H), 3.30-3.35 (m, 2H), 3.87 (d, 
J=7.50Hz, 2H), 3.96-4.01 (m, 2H), 5.75 (tq, J=7.50, 1.50Hz, 1H), 6.88 (d, 
5 J=9.00Hz, 2H), 7.09-7.28 (m, 5H), 7.38 (d, J=9.00Hz, 2H) 0 

|M3 1-0 5 : 3- [ ( (2E) -3- {4- [ (5-7x^y 

TLC:Rf0.20 (^an*M : ^ 9 A* i 7f s e~Tfo=8 0:2 0: 
4) ; 

t0 iH-NMR (CDaOD) : 6 1.45-1.56 (m, 2H), 1.63-1.74 Cm, 2H), 1.74-1.85 
(m, 2H), 2.15 (d, J=1.50Hz, 3H), 2.63 (t, J=7.50Hz, 2H), 2.76 (t, J=6.50Hz, 
2H), 3.31-3.37 (m, 2H), 3.87 (d, J=7.50Hz, 2H), 3.96 (t, J=6.50Hz, 2H), 
5.75 (tq, J=7.50, 1.50Hz, 1H), 6.87 (d, J=9.00Hz, 2H), 7.10-7.26 (m, 5H), 
7.38 (d, J=9.00Hz, 2H)„ 

15 iiiiizli : 3- ( { [6- U-^^/K/b^vO -3, 4- 

>;tFD-2-t7^v^] *?-M 7%S) zfu/^m 



TLC " Ef 0.19 (^ a a*M r7 t-^-/l/Tf ^f *= 8 0 : 2 0: 



iH-NME (CDaOD) : 6 1.75-1.82 (m, 4H) 2.34 (t, J=8.00Hz, 2H) 
2.63-2.71 (m, 2H) 2.77 (t, J=6.50Hz, 2H) 2.85 (t, J=8.00Hz, 2H) 3.23-3.28 
(m, 2H) 3.79 (s, 2H) 3.97 (t, J=6.00Hz, 2H) 6.62 (s, 1H) 6.68-6.73 (m, 2H) 
7.00 (d, J=7.50Hz, 1H) 7.11-7.28 (m, 5H) 0 

3 1-0 7 : 3- ( { [6- (4-7x^/^b^) -3, 4- 




■HCI 



4) 
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i;tKn-2-t7^^;i/] /3vW 75/) "fjris&t EEStfit 

TLC :Rf 0.32 a n : J—?v : T>^^TtK= 8 0:2 0: 
4) ; 

iH-NMR (CDsOD) : 6 1.42 (d, J=7.00Hz, 3H) 1.75-1.81 (m, 4H) 
5 2.29-2.44 (m, 2H) 2.64-2.71 (m, 2H) 2.73-2.78 (m, 2H) 2.86 (t, J=8.00Hz, 
2H) 3.61-3.72 (m, 1H) 3.82 (s, 2H) 3.97 (t, J=6.00Hz, 2H) 6.64 (s, 1H) 
6.68-6.73 (m, 2H) 7.00 (d, J=7.50Hz, 1H) 7.11-7.28 (m, 5H) D 
jUjM 3 1-08 : 2-^^-71^-3- ({ [6- (4 — y^^fV? 

-3, 4-^tKn-2-t7^v-;v] 75/) ^o^^K £ft 



TLC :Rf 0.29 po$M : : T^^~T7k= 8 0:2 0: 

4) ; 

iH-NMR (CD 3 OD) : 8 1.30 (d, J=7.00Hz, 3H) 1.73-1.82 (m, 4H) 2.33 (t, 
J=7.50Hz, 2H) 2.63-2.71 (m, 2H) 2.81-2.95 (m, 3H) 3.06 (dd, J=13.00, 
15 4.50Hz, 1H) 3.21-3.29 (m, 1H) 3.79 (s, 2H) 3.97 (t, J=6.00Hz, 2H) 6.62 (s, 
1H) 6.68-6.74 (m, 2H) 7.01 (d, J=8.00Hz, 1H) 7.10-7.28 (m, 5H)„ 
HlfcM 3 1-09 : 2-7/W^-a— 3- ( { [6- ( 4 — 7 at h dp- 

-3, 4-i?tFo-2-t7^I/^] /fvW 75/) ^n/-?^ 

20 TLC : Rf 0.16 a a : /^->\> : TV^—TzK— 8 0:2 0: 

4) ; 

iH-NMR (CD 8 OD) : 8 1.74-1.82 (m, 4H) 2.35 (t, J=8.00Hz, 2H) 
2.64-2.71 (m, 2H) 2.86 (t, J=8.00Hz, 2H) 3.47-3.72 (m, 2H) 3.85 (s, 2H) 
3.97 (t, J=6.00Hz, 2H) 5.36 (ddd, J=48.50, 8.00, 3.50Hz, 1H) 6.64 (s, 1H) 
25 6.67-6.76 (m, 2H) 7.01 (d, J=8.00Hz, 1H) 7.10-7.30 (m, 5H) Q 

iiiil-lO : 3- ( { (2E) -3 - [2-/^-4- (4-7 



10 ^M. 
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TLC:Rf0.22 (^an$M : y^/^-^: T^^e— TtK= 8 0:2 0: 
4) ; 

5 iH-NMR (CD 3 OD) : 8 1.72-1.83 Cm, 4H) 2.34 (s, 3H) 2.64-2.71 (m, 2H) 
2.77 (t, J=6.50Hz, 2H) 3.23-3.29 Cm, 2H) 3.82 Cd, J=7.00Hz, 2H) 3.96 (t, 
J=6.00Hz, 2H) 5.96-6.08 Cm, 1H) 6.70-6.75 (m, 2H) 7.06 Cd, J=15.50Hz, 
1H) 7.09-7.28 (m, 5H) 7.42 (d, J=9.50Hz, 1H) C 

liiii-ll : 3- ( { (2E) -3 - [4- (4 - n^^v'/V 



TLC :Kf 0.23 pp*;VA : ^ /V : T^^e^T7K= 8 0:2 0: 

4) ; 

iH-NMR (CD 3 OD) : 5 0.81-1.00 Cm, 2H) 1.13-1.35 Cm, 6H) 1.41-1.54 
15 Cm, 2H) 1.62-1.80 (m, 7H) 2.34 (s, 3H) 2.77 (t, J=6.50Hz, 2H) 3.24-3.29 (m, 
2H) 3.82 (d, J=7.50Hz, 2H) 3.95 (t, J=6.50Hz, 2H) 5.95-6.10 Cm, 1H) 
6.70-6.76 On, 2H) 7.06 Cd, J=15.50Hz, 1H) 7.43 (d, J=9.00Hz, 1H) D 

mmm 31-12 : 3- ( { (2E) -3- [4- u-^^/k/ h^r 

20 TLC : R£0.29 n OTjvW* : ^ $ )V : T:^~T7k= 8 0: 20: 
4) ; 

iH-NMR (CDsOD) : 5 7.39 (d, J=8.79Hz, 2H) 7.09-7.30 Cm, 5H) 6.89 (d, 
J=8.79Hz, 2H) 6.80 (d, J=16.1lHz, 1H) 6.10 (dt, J=16.11, 7.32Hz, 1H) 
3.92-4.04 Cm, 2H) 3.79 (dd, J=7.32, 1.01Hz, 2H) 3.24-3.29 Cm, 2H) 2.75 (t, 
25 J=6.59Hz, 2H) 2.60-2.71 Cm, 2H) 1.71-1.86 (m, 4H)„ 

mmm 3 1-13 : 3- C ( (2E) -3- {4- [3- (4-^pp7 
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TLC :R£ 0.28 (^an^A : A: T>^E-~T7f<.= 8 0:2 0: 

4) ; 

5 iH-NMR (CD 3 OD) : 5 7.40 (d, J=8.79Hz, 2H) 7.25 (d, J=8.60Hz, 2H) 
7.19 (d, J=8.60Hz, 2H) 6.89 (d, J=8.79Hz, 2H) 6.81 (d, J=15.74Hz, 1H) 
6.11 (dt, J=15.74, 7.14Hz, 1H) 3.96 (t, J=6.13Hz, 2H) 3.79 (d, J=7.14Hz, 
2H) 3.20-3.29 (m, 2H) 2.69-2.84 (m, 4H) 1.98-2.11 (m, 2H) 0 
11131-14 : 3- [ ( (2E) - 3- {4- [ (4-^^W<^ 



10 A) ^-^^] 7*^A} - 2 -T'n^^AO 7^7] ^a^i/R 

TLC : Rf 0.27 bb#M : $ J — A : T>^e~T7!k= 8 0:20: 
4) ; 

iH-NMR (CD3OD) : 5 7.40 (d, J=8.79Hz, 2H) 6.89 (d, J=8.79Hz, 2H) 
6.81 (d, J=15.74Hz, 1H) 6.11 (dt, J=15.74, 7.32Hz, 1H) 3.96 (t, J=6.50Hz, 
15 2H) 3.80 (d, J=7.32Hz, 2H) 3.22-3.29 (m, 2H) 2.75 (t, J=6.59Hz, 2H) 
1.70-1.84 (m, 2H) 1.51-1.68 (m, 1H) 1.28-1.43 (m, 2H) 0.93 (d, J=6.59Hz, 
6H) 0 

mmm 3 1-15 : 3- [ ( (2E) -3- {2-^na-4- [ (5- 

" 20 ^»"ififfiKfc ' ~~~ " 

TLC • B£ 0.29 n n^AA : * 9 S *-JV : T>~E-~TzK= 8 0:2 0: 
4) ; 

iH-NMR (CD3OD) : 5 7.59 (d, J=8.79Hz, 1H) 7.08-7.28 (m, 6H) 6.95 (d, 
J=2.56Hz, 1H) 6.87 (dd, J=8.79, 2.56Hz, 1H) 6.18 (dt, J=15.70, 7.16Hz, 
25 1H) 3.97 (t, J=6.41Hz, 2H) 3.85 (dd, J=7.16, 1.01Hz, 2H) 3.25-3.34 (m, 
2H) 2.77 (t, J=6.59Hz, 2H) 2.63 (t, J=7.69Hz, 2H) 1.74-1.87 (m, 2H) 
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1.61-1.74 (m, 2H) 1.41-1.57 (m, 2H)„ 
MM 3 1-16 : 3- ( { (2E) -3- [2-^no-4- (4-7 



TLC :Rf 0.29 (^op*;^ : 7>^e~Tzk=8 0:2 0 : 

4) ; 

iH-NMR (CD 3 OD) : 8 7.58 (d, J=8.79Hz, 1H) 7.08-7.31 (m, 6H) 6.96 (d, 



J=2.56Hz, 1H) 6.88 (dd, J=8.79, 2.56Hz, 1H) 6.18 (dt, J=15.84, 7.19Hz, 
1H) 3.93-4.04 (m, 2H) 3.85 (dd, J=7.19, 1.10Hz, 2H) 3.25-3.33 (m, 2H) 
10 2.77 (t, J=6.59Hz, 2H) 2.62-2.72 (m, 2H) 1.74-1.84 (m, 4H)„ 

MM 3 1-17 : 3- [ ( (2E) -3- {2-^hp-4- [3- (4 
-^no7i-/V) •7 p n7^^v'] -2-/o^) 75/] / 

TLC :Rf 0.29 (^ nn*M : S—)V : 7:/^e~77k = 8 0:2 0: 
15 4) ; 

iH-NMR (CD 3 OD) : 8 7.59 (d, J=8.79Hz, 1H) 7.12-7.31 (m, 5H) 6.96 (d, 
J=2.56Hz, 1H) 6.88 (dd, J=8.79, 2.56Hz, 1H) 6.18 (dt, J=15.74, 7.32Hz, 
1H) 3.97 (t, J=6.22Hz, 2H) 3.85 (dd, J=7.32, 1.10Hz, 2H) 3.26-3.34 (m, 
2H) 2.71-2.84 (m, 4H) 1.96-2.14 (m, 2H) ; 
20 11 9-1 2 4°C 0 

jij 3 1-18 : 3- ({ [6- (3-7^^/^n^^V) -2-^ 

^fvv] /^/W 75/) ^o/^i 
TLC : Rf 0.13 (^nn^M : — A': Tl/ s *~7fo=Z 0:2 0: 

4) ; 

25 iH-NMR (CDCl3+CD 3 OD=5:i) : 5 2.19 (m, 2H) 2.47 (t, J=6.00Hz, 2H) 
2.87 (m, 2H) 3.10 (t, J=6.00Hz, 2H) 4.10 (t, J=6.50Hz, 2H) 4.22 (s, 2 H) 
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7.12 (d, J=2.00Hz, 1H) 7.26 (m, 6H) 7.43 (dd, J=8.50, 2.00Hz, 1H) 7.79 



3 1-19 : 3- [ ( (2E) -3- {4- C (4- t e r t--f 

» 

TLC:K£0.40 (n-^;-;HH:*=20 :4 : 1) ; 
iH-NMR (CD 3 OD) : 8 7.61 (d, J=8.78Hz, 1H) 7.41 (d, J=8.70Hz, 2H) 
7.34 (d, J=8.70Hz, 2H) 7.17 (d, J=15.92Hz, 1H) 7.05 (d, J=2.56Hz, 1H) 
6.96 (dd, J=8.78, 2.56Hz, 1H) 6.21 (dt, J=15.92, 7.25Hz, 1H) 5.06 (s, 2H) 
10 3.86 (dd, J=7.25, 0.82Hz, 2H) 3.25-3.35 (m, 2H) 2.78 (t, J=6.68Hz, 2H) 
1.31 (s, 9H)„ 

aij 3 1-20 : 3- ( { (2E) -3- [4- (1, 1' -\f7x.=- 

15 TLC:R£0.41 (n-^/^:|»:*=20 : 4 : 1) ; 

iH-NMR (CD 3 OD) : 8 7.57-7.67 (m, 5H) 7.50 (d, J=8.40Hz, 2H) 
7.39-7.46 (m, 2H) 7.29-7.37 (m, 1H) 7.19 (d, J=15.73Hz, 1H) 7.10 (d, 

J=2.38Hz, 1H) 7.00 (dd, J=8.78, 2.38Hz, 1H) 6.19 (dt, J=15.73, 7.25Hz, 
1H) 5.16 (s, 2H) 3.85 (dd, J=7.25, 1.10Hz, 2H) 3.26-3.36 (m, 2H) 2.76 (t, 

20 J=6.59Hz, 2H)„ 

3 1-21 ; 3 - [ ( (2E) -3- {2-^pc-4- [3 - (2 

-y/varny ^=^/v) j^sT] y ^^M - 2-7dk-;v) T5 /] 

TLC:Rf0.39 (n-^/^:Sil:*=20 : 4 : 1) ; 
25 iH-NMR (CD 3 OD) : 5 7.61 (d, J=8.78Hz, 1H) 7.12-7.30 (m, 3H) 
6.96-7.13 (m, 2H) 6.95 (d, J=2.38Hz, 1H) 6.88 (dd, J=8.60, 2.38Hz, 1H) 



(m, 3H) 0 
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6.21 (dt, J=15.74, 7.32Hz, 1H) 3.99 (t, J=6.13Hz, 2H) 3.86 (dd, J=7.32, 
1.10Hz, 2H) 3.27-3.36 (m, 2H) 2.75-2.88 (m, 4H) 2.00-2.13 (m, 2H) B 
miMM 3 1-22 : 1 - { [6 - (4-7^~^-7V3ci/) -3, 4-^ 

5 TLC:Rf0.11 o OTfr/W?, : * ^ /— A' : T^^~TtK= 8 0 : 2 0 : 
4) ; 

iH-NMR (CD 3 OD) : 6 1.75-1.80 (m, 4H), 2.27 (t, J=8.00Hz, 2H), 
2.63-2.71 (m, 2H), 2.82 (t, J=8.00Hz, 2H), 3.64-3.78 (m, 1H), 3.93-4.01 (m, 
4H), 4.16-4.46 (m, 4H), 6.62 (s, 1H), 6.68-6.72 (m, 2H), 7.03 (d, J=9.00Hz, 
10 1H), 7.10-7.27 Cm, 5H) ; 

: 1 5 2 ~ 1 5 5 °C 0 
gffigij 3 1-23 : 3-({(2E)-3-[2-^ h^iX-4- (3- 

15 TLC:Rf0.27 (n-^;-;HS^:*=20 : 4 : 1) ; 

iH-NMR (CDaOD) : 8 7.36 (d, J=8.4Hz, 1H), 7.11-7.30 (m, 5H), 7.03 (d, 
J=16.1Hz, 1H), 6.35-6.62 (m, 2H), 6.05-6.26 (m, 1H), 3.89-4.06 (m, 2H), 
3.64-3.89 (m, 5H), 3.15-3.37 (m, 2H), 2.65-2.89 (m, 4H), 1.94-2.16 (m, 
2H) 0 

20 ltM3 1-24 : 3- ( { (2E) -3- l2~* h^V-4- (4- 

TLC:Ef0.28 (n-^/-^: »:*=20 : 4 : 1) ; 
iH-NMR (CDaOD) : 5 7.36 (d, J=8.23Hz, 2H) 7.09-7.30 (m, 5H) 7.02 (d, 
25 J=16.28Hz, 1H) 3.88-4.07 (m, 2H) 3.62-3.88 Cm, 5H) 3.16-3.40 Cm, 2H) 
2.46-2.85 (m, 4H) 1.71-1.87 Cm, 4H) 0 
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mitm 3 1-25 : 3- [ ( (2E) -3- {2-* [ (5 

TLC:Rf0.30 (n / — : gftfe : tK= 2 0 : 4 : 1 ) ; 
5 iH-NMR (CDsOD) : 5 7.36 (d, J=8.4Hz, 1H), 7.09-7.29 (m, 5H), 7.02 (d, 
J=15.9Hz, 1H), 6.41-6.58 (m, 2H), 6.04-6.30 (m, 1H), 3.98 (t, J=6.4Hz, 
2H), 3.67-3.89 (m, 5H), 3.05-3.43 (m, 2H), 2.74 (t, J=6.6Hz, 2H), 
2.54-2.71 (m, 2H), 1.76-1.88 (m, 2H), 1.60-1.76 (m, 2H), 1.42-1.59 (m, 
2H)„ 

io mmm 31-26 : 3- { c (6- {3- [3, 5-^^ ( b y 7/^0 

ff-tv) y^—iv] zfx27$3r*y} -2—ry^-/v) 75/} ~7v/< 

mm 

TLC:Rf0.16 (^nn^M; ^^;^:iH=9 : 1 : 0. 5) ; 
iH-NMR (CDsOD) : 5 7.73-7.97 (m, 6H) 7.52 (dd, J=8.32, 1.56Hz, 1H) 
15 7.25 (d, J=2.47Hz, 1H) 7.19 (dd, J=8.87, 2.47Hz, 1H) 4.37 (s, 2H) 4.14 (t, 
J=5.95Hz, 2H) 3.28-3.37 (m, 2H) 3.01-3.13 (m, 2H) 2.71-2.86 (m, 2H) 
2.15-2.31 (m, 2H)„ 

mmm 3 1-27 ; 3- C ( {6- [3- (2-^nn7i^) :7"uzK 

^f-M 7 5/] ^n^^fift Sfi&& 
20 TLC:Rf0.17 (^no*M: ^^/-;l/:ftg|=9 : 1 : 0. 5) ; 

iH-NMR (CDaOD) : 8 7.89 (s, 1H) 7.82 (d, J=8.42Hz, 1H) 7.80 (d, 
J=8.42Hz, 1H) 7.49 (dd, J=8.60, 1.65Hz, 1H) 7.33-7.39 (m, 1H) 7.27-7.33 
(m, 1H) 7.11-7.26 (m, 4H) 4.31 (s, 2H) 4.12 (t, J=6.13Hz, 2H) 3.20 (t, 
J=6.22Hz, 2H) 2.92-3.04 Cm, 2H) 2.52 (t, J=6.22Hz, 2H) 2.08-2.24 (m, 2H) 
25 1.95 (s, 3H) e 

gyfcff] 3 1-28 : 3- [ ( {6- [3- (2, 6-^pd7x-/I/) 
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TLC :Rf 0.17 n PTft/W* : / ^ y — : 9 : 1 : 0 . 5) ; 

iH-NMR (CD 3 OD) : 5 7.89 (s, 1H) 7.83 (d, J=8.50Hz, 1H) 7.80 (d, 

J=8.50Hz, 1H) 7.50 (dd, J=8.42, 1.46Hz, 1H) 7.35 (d, J=8.50Hz, 2H) 7.25 
5 (d, J=2.38Hz, 1H) 7.14-7.21 (m, 2H) 4.32 (s, 2H) 4.19 (t, J=6.04Hz, 2H) 
3.15-3.25 (m, 4H) 2.49-2.57 (m, 2H) 2.08-2.20 (m, 2H) 1.93 (s, 3H)„ 

mmm 31-29 ; 3- ( { (2z) -3- [4- o-^^^^n^ 

TLC :Rf 0.27 na*/VA : *9 J^-fr : 7>' ; e-~77k = 8 0:2 0: 
10 4) ; 

iH-NMR (CDsOD) : 8 7.10-7.29 (m, 7H), 6.94 (d, J=9.00Hz, 2H), 5.55 
(tq, J=7.00, 1.50Hz, 1H), 3.97 (t, J=6.00Hz, 2H), 3.63 (dd, J=7.00, 1.00Hz, 
2H), 3: 12 (t, J=6.50Hz, 2H), 2.80 (t, J=7.50Hz, 2H), 2.62 (t, J=6.50Hz, 2H), 
2.12-2.15 (m, 3H), 2.02-2.11 (m, 2H) G 
15 gjjjj 3 1-30 : 3- [ ( (2E) -3- {2-^pp-4- [ (4- 
7n lf;^y^) :7^=/W -Z-^u^^/V) 75/] ^n/N° 

TLC : Rf 0.25 (n —~f# / — JV : : 7fc= 2 0 : 4 : 1 ) ; 

iH-NMR (CDaOD) : 6 7.59 (d, J=9.0Hz, 1H), 7.32 (d, J=8.lHz, 2H), 
20 7.14-7.23 (m, 3H), 7.06 (d, J=2.6Hz, IB), 6.96 (dd, J=8.8, 2.6Hz, IB), 6.18 
(dt, J=9.0, 8.8Hz, 1H), 5.06 (s, 2H), 3.85 (dd, J=7.3, 0.9Hz, 2H), 3.26-3.34 
(m, 2H), 2.76 (t, J=6.6Hz, 2H), 2.55-2.63 (m, 2H), 1.56-1.71 (m, 2H), 0.93 
(t, J=7.3Hz, 3H) 0 

11131-31 : 3- [ ( (2E) -3- {2-^na-4- [ (4- 



25 -O-^/W^vvl') 7x=;W - 2-^ p n^^yu) 75/] *?us* 
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TLC:Rf0.22 (n —-f# J : gft$ : tK= 2 0 : 4 : 1 ) ; 
iH-NMR (CDsOD) : 5 7.60 (d, J=8.78Hz, 1H) 7.32 (d, J=8.23Hz, 2H) 

7.12- 7.23 (m, 3H) 7.06 (d, J=2.56Hz, 1H) 6.96 (dd, J=8.60, 2.56Hz, 1H) 
6.09-6.31 (m, 1H) 5.06 (s, 2H) 3.85 (dd, J=7.23, 1.0 1Hz, 2H) 3.22-3.39 (m, 

5 2H) 2.76 (t, J=6.59Hz, 2H) 2.61 (t, J=8.10Hz, 2H) 1.54-1.68 (m, 2H) 
1.25-1.42 (m, 4H) 0.89 (t, J=6.90Hz, 3H)„ 

^jfeM 3 1-32 : 3- [ ( (2E) -3- {2-^nn-4- [ (4- 

10 TLC:Rf0.25 (n —~f# J — >V : ^m. : tK= 2 0 : 4 : 1 ) ; 

iH-NMR (CDsOD) : 5 7.59 (d, J=8.8Hz, 1H), 7.32 (d, J=8.1Hz, 2H), 
7.11-7.25 (m, 3H), 7.06 (d, J=2.6Hz, 1H), 6.96 (dd, J=8.8, 2.6Hz, 1H), 
6.06-6.30 (m, 1H), 5.06 (s, 2H), 3.85 (dd, J=7.2, 1.0Hz, 2H), 3.19-3.40 (m, 
2H), 2.76 (t, J=6.3Hz, 2H), 2.54-2.66 (m, 2H), 1.50-1.69 (m, 2H), 

15 1.26-1.38 (m, 6H), 0.83-0.93 (m, 3H) Q 

aafcflO 3 1-33 : 3- [ ( (2E) -3- {2-^nn-4- [ (4- 

TLC:Rf0.22 (n J — )V : g^gg : tK= 2 0 : 4 : 1 ) ; 
" 20 iH-NMR (CDaOD) : 8 7.59 (d, J=8.6Hz, 1H), 7.32 (d, J=8.4Hz, 2H); 

7.13- 7.25 (m, 3H), 7.06 (d, J=2.6Hz, 1H), 6.96 (dd, J=8.9, 2.6Hz, 1ID, 
6.04-6.30 (m, 1H), 5.06 (s, 2H), 3.84 (d, J=6.6Hz, 2H), 2.70-2.79 (m, 2H), 
2.42-2.58 (m, 2H), 1.69-1.89 (m, 5H), 1.20-1.52 <m, 6H)„ 
11131^34: 3- [ ( (2E) -3- {2-^nn-4- [ (4- 
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TLC : Rf 0.24 (n-^y— ju : ffim : tK= 2 0:4: 1) 



iH-NMR (CDsOD) : 8 7.60 (d, J=8.6Hz, 1H), 7.32 (d, J=8.2Hz, 2H), 
7.12-7.25 (m, 3H), 7.07 (d, J=2.6Hz, 1H), 6.97 (dd, J=9.0, 2.6Hz, 1H), 6.18 
(dt, J=15.6, 7.2Hz, 1H), 5.06 (s, 2H), 3.85 (dd, J=7.2, 1.2Hz, 2H), 3.25-3.35 
5 (m, 2H), 2.75 (t, J=6.5Hz, 2H), 2.48 (d, J=7.3Hz, 2H), 1.76-1.95 (m, 1H), 
0.89 (d, J=6.6Hz, 6H)„ 

mmm 31-35 : 3- [ ( (2E) -3 - {4- [2- (1, 1' -if 

-yzc^/v— 4— h^rV] — 2-^nn7i=;W — 2 — /o^^/i/) 

10 TLC : Rf 0.25 (n -zf# J — A* : : 2 0 : 4 : 1 ) ; 

iH-NMR (CD3OD) : 8 7.48-7.68 (m, 5H) 7.24-7.47 (m, 4H) 7.18 (d, 
J=15.92Hz, 1H) 6.99 (d, J=2.56Hz, 1H) 6.91 (dd, J=8.69, 2.56Hz, 1H) 
6.05-6.28 (m, 1H) 4.25 (t, J=6.68Hz, 2H) 3.85 (dd, J=7.32, 1.10Hz, 2H) 
3.20-3.39 (m, 2H) 3.11 (t, J=6.68Hz, 2H) 2.76 (t, J=6.68Hz, 2H) 0 

15 mmm 31-36 : 3- c ( (2e) -3 - {4- [ u-t/^vwo^ 

TLC : Rf 0.20 (n / — : : 2 0 : 4 : 1 ) ; 

iH-NMR (CDsOD) : 5 7.60 (d, J=8.8Hz, 1H), 7.32 (d, J=8.4Hz, 2H), 



20 7.11-7.24 (m, 3H), 7.06 (d, J=2.6Hz, 1H), 6.96 (dd, J=8.8, 2.3Hz, 1H), 6.18 



(dt, J=15.9, 7.1Hz, 1H), 5.06 (s, 2H), 3.85 (dd, J^7.1, 1.1Hz, 2H), 3.24-3.38 
(m, 2H), 2.76 (t, J=6.6Hz, 2H), 2.61 (t, J=7.8Hz, 2H), 1.50-1.68 (m, 2H), 
1.25-1.43 (m, 2H), 0.93 (t, J=7.3Hz, 3H)„ 

SIMM 3 1-37: 3- { [ (2E) -3- (2-^nn-4- {3- [4 



=/t/] 75/} ^n^vfift 
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TLC:K£0.19 (n J — )V : : tK= 2 0 : 4 : 1 ) ; 

iH-NMR (CDsOD) : 6 7.49-7.67 (m, 3H), 7.41 (d, J=8.2Hz, 2H), 7.18 (d, 

J=15.7Hz, 1H), 6.97 (d, J=2.6Hz, 1H), 6.89 (dd, J=8.8, 2.6Hz, 1H), 
6.07-6.29 (m, 1H), 400 (t, J=6.1Hz, 2H), 3.85 (d, J=7.2Hz, 2H), 3.17-3.41 
5 (m, 2H), 2.89 (dd, J=8.1, 7.3Hz, 2H), 2.68-2.82 Cm, 2H), 2.01-2.19 (m, 2H) 0 
ggjfeflM 3 1-38 : 3- ( { [l-^^/V—6- ( 3 -7x=;^n ztf^r 
v-) -3, 4-^tKn-2-t7^^;v] *^vW 75/) zfvom 

mmm. 

TLC :Ef 0.25 (^ a ptJvW* : ^ — ?V : T>' i E-^T7K= 8 0:2 0: 
10 4) ; 

iH-NMR (CDsOD) : 5 7.31 (d, J=8.50Hz, 1H), 7.11-7.28 (m, 5H), 
6.71-6.79 (m, 2H), 3.92-3.99 (m, 4H), 3.27-3.33 (m, 2H), 2.73-2.82 (m, 
6H), 2.33 (t, J=7.00Hz, 2H), 2.16 (s, 3H), 2.01-2.11 (m, 2H)„ 
gljfeflll 3 1-39 : 1- { [l-^A—6- (S-^^KT'nzi^v') 



15 -3, 4-^tKo-2-t7^V^] ^f/W -3-7Wy^ 

TLC : Rf 0.20 a a#c/W» : ^ — IV : T^^e^T7K= 8 0:2 0: 
4) ; 

iH-NMR (CDsOD) : 6 7.32 (d, J=8.50Hz, 1H), 7.11-7.28 (m, 5H), 6.76 
20 (dd, J=8.50, 2.50Hz, 1H), 6.72 (d, J=2.50Hz, 1H), 4.20-4.45 (m, 4H), 4.16 
(s, 2H), 3.96 (t, J=6.50Hz, 2H), 3.67-3.78 (m, 1H), 2.69-2.83 (m, 4H), 
2.20-2.29 (m, 5H), 2.01-2.11 (m, 2H) Q 

H^feM 3 1-40 : 3- ( { [6- (4 - 7 a^~jV~7 J> *t-f) - 1 H — f 

25 TLC :R£ 0.24 (^n d*;UA : /^/-;v : 7y^77k= 8 0 : 2 0 : 
4) ; 
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iH-NMR (CDsOD) : 6 7.04-7.33 Cm, 7H), 6.92-6.97 Cm, 1H), 6.74-6.84 
(m, 1H), 4.03-4.10 (m, 2H), 3.96-4.02 Cm, 2H), 3.44-3.52 (m, 2H), 
3.14-3.21 Cm, 2H), 2.63-2.72 Cm, 2H), 2.46-2.54 (m, 2H), 1.75-1.83 (m, 
4H)„ 

5 rnmm 31-41 : 3- ( {.(2e) -2-^^-3- [4- (3-7 

TLC:B£0.27 (^an^^A : y — /V : TV-=e^T7K= 8 0:2 0: 
4) ; 

10 iH-NMR (CD3OD) : 6 7.12-7.29 Cm, 7H), 6.91 (d, J=8.50Hz, 2H), 
6.65-6.68 (m, 1H), 3.97 (t, J=6.00Hz, 2H), 3.77 (s, 2H), 3.25-3.30 Cm, 2H), 
2.75-2.85 Cm, 4H), 2.01-2.12 Cm, 2H), 2.00 Cd, J=1.00Hz, 3H) Q 
mmM3 1-42 : 3- ( { (2E) -2-^^-3- [4- (4-7 

is 

TLC:Kf0.27 (^nn^/VA : ^ /l': T:^~TzK=8 0 : 2 0 : 

4) ; 

1H-NMR (CDsOD) : 8 7.10-7.29 Cm, 7H), 6.91 Cd, J=8.50Hz, 2H), 
6.64-6.67 Cm, 1H), 3.97-4.02 (m, 2H), 3.76 (s, 2H), 3.25-3.29 (m, 2H), 2.78 
20 (t, J=6.50Hz, 2H), 2.64-2.71 Cm, 2H), 2.00 Cd, J=1.00Hz, 3H), 1.76-1.82 Cm, 
4H) D 

mmm 3 1-43 : 3- [ ( {6- [3- (4-^nn7^) 

25 TLC:Kf0.30 n n : * 9 J — As : T ^•=e^T*= 8 0 : 2 0 : 

4) ; 
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iH-NMR (CDsOD) : 8 7.31 (d, J=8.50Hz, 1H), 7.25 (d, J=8.50Hz, 2H), 



1H), 3.91-3.99 (m, 4H), 3.27-3.34 (m, 2H), 2.73-2.82 (m, 6H), 2.29-2.38 
(m, 2H), 2.16 (t, J=1.5Hz, 3H), 2.00-2.11 (m, 2H) Q 

5 mmm 31-44 : 1- ( {.6- [3- (4-^071^) ^natf^ 

V] -l-^^/V— 3, 4-i?tKo-2-t7^V^;W p*^\rt") -3- 

TLC:Rf0.22 (^nn*;i/A : /V : T^^-^TtK=8 0:2 0: 

4) ; 

10 iH-NMR (CD 3 OD) : 6 7.32 (d, J=8.50Hz, 1H), 7.25 (d, J=8.50Hz, 2H), 
7.19 (d, J=8.50Hz, 2H), 6.76 (dd, J=8.50, 2.50Hz, 1H), 6.71 (d, J=2.50Hz, 
1H), 4.15-4.47 (m, 6H), 3.96 (t, J=6.00Hz, 2H), 3.65-3.80 (m, 1H), 
2.69-2.82 Cm, 4H), 2.20-2.29 (m, 5H), 1.99-2.11 (m, 2H) ; 
: 147~15 0°C o 

15 mmm 31-45 : 3- ( { ce- (s-^o^^-v/^o^^) - 

1— T^/l'— 3, 4— S*fc Ko- 2— .^"7^ *?-M 7?/) 

TLC:Ef0.30 (^pp*M : /"-As: T^^^TtK=8 0:2 0: 
4) ; 

20 iH-NMR (CD3OD) : 5 7.30 (d, J=8.50Hz, 1H), 6.71-6.78 (m, 2H), 
3.90-3.98 (m, 4H), 3.26-3.34 Cm, 2H), 2.73-2.82 (m, 4H), 2.29-2.37 Cm, 
2H), 2.16 (t, J=1.50Hz, 3H), 1.61-1.83 (m, 7H), 1.12-1.40 Cm, 6H), 
0.84-1.01 (m, 2H) 0 

ISfcflll 3 1-46 : 1- { [6- (3— i/? is -1 



25 3, 4-^tKt3-2-t7^1/^/V] ^^/W -3-Tif^v 5 



7.19 (d, J=8.50Hz, 2H), 6.75 (dd, J=8.50, 2.50Hz, 1H), 6.72 (d, J=2.50Hz, 
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TLC : Rf 0.22 n n tJn/i^A : 7 * 7 : T >-^~TtK= 8 0:20: 
4) ; 

iH-NMR (CD 3 OD) : 8. 7.32 Cd, J=8.50Hz, 1H), 6.76 (dd, J=8.50, 2.50Hz, 
1H), 6.71 Cd, J=2.50Hz, 1H), 4.18-4.48 Cm, 4H), 4.16 Cs, 2H), 3.94 (t, 
5 J=6.50Hz, 2H), 3.67-3.79 (m, 1H), 2.70-2.77 Cm, 2H), 2.20-2.29 Cm, 5H), 
1.61-1.82 (m, 7H), 1.11-1.39 Cm, 6H), 0.83-1.00 Cm, 2H) ; 

: 160 — 163 «C 0 
»iM 3 1-47 : 1- C {1-^^-6- [3- (4-7^7^ = 
yu) ^nstf3r27| -3, 4-^tKn-2-t7^^;H -3- 

10 T^^^^^^Sfe 

TLC : Rf 0.31 (^nn^/KZ* : 7*7 — JV \ T^^^TtK=8 0:2 0: 

4) ; 

iH-NMR CCDsOD) : 8 7.32 Cd, J=8.50Hz, 1H), 7.06-7.08 Cm, 4H), 6.75 
Cdd, J=8.50, 2.50Hz, 1H), 6.71 Cd, J=2.50Hz, 1H), 4.17-4.48 Cm, 4H), 4.16 
15 Cs, 2H), 3.94 Ct, J=6.00Hz, 2H), 3.65-3.78 Cm, 1H), 2.69-2.77 Cm, 4H), 
2.19-2.29 Cm, 8H), 1.97-2.09 Cm, 2H)„ 

mmm 31-48 : 1- c c 1-7^-6- {3 - [4- ( h y 

a^f/V) ~7*.^;V\ -^u^^-iy} -3, 4-v*tFn-2-W^) 
20 ' TLC : Rf 0.30 d n TjvW: 7 * 7 — ^ ': TVt—Tfa-S 0 : 2 0: 



1 H-NMR CCDsOD) : 5 7.56 Cd, J=8.00Hz, 2H), 7.40 Cd, J=8.00Hz, 2H), 
7.33 Cd, J=8.50Hz, 1H), 6.76 Cdd, J=8.50, 2.50Hz, 1H), 6.71 Cd, J=2.50Hz, 
1H), 4.17-4.49 Cm, 4H), 4.16 Cs, 2H), 3.98 Ct, J=6.00Hz, 2H), 3.64-3.78 Cm, 
25 1H), 2.89 Ct, J=7.50Hz, 2H), 2.69-2.77 Cm, 2H), 2.20-2.29 Cm, 5H), 
2.05-2.15 Cm, 2H)„ 



4) 
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mmm 31-49 : 1- ( {6- [3 - (2-^^71^) 

TLC:Rf0.30 (^ao$M : *9 / — : T^^^Ti^=S 0:20: 



iH-NMR (CD3OD) : 5 7.25-7.38 (m, 3H), 7.13-7.24 (m, 2H), 6.77 (dd, 
J=8.50, 2.50Hz, 1H), 6.73 (d, J=2.50Hz, 1H), 4.18-4.43 (m, 4H), 4.16 (s, 
2H), 3.99 (t, J=6.00Hz, 2H), 3.65-3.76 (m, 1H), 2.90-2.97 (m, 2H), 
2.70-2.77 (m, 2H), 2.20-2.29 (m, 5H), 2.02-2.13 (m, 2H) Q 
10 3 1-50 : l- ( {6- [3- (2-7;^Q7x^) ^ntf? 

TLC:Ef0.30 (^nntfvW* : — )V : T^t— T7K= 8 0:2 0: 

4) ; 

15 iH-NMR (CDsOD) : 5 7.33 (d, J=8.50Hz, 1H), 7.16-7.27 (m, 2H), 
6.98-7.10 (m, 2H), 6.76 (dd, J=8.50, 2.50Hz, 1H), 6.72 (d, J=2.50Hz, 1H), 
4.19-4.46 (m, 4H), 4.16 (s, 2H), 3.98 (t, J=6.00Hz, 2H), 3.65-3.78 (m, 1H), 
2.83 (t, J=7.50Hz, 2H), 2.70-2.77 (m, 2H), 2.20-2.29 (m, 5H), 2.00-2.11 (m, 
2H) ; 

20 : 1 3 3 -13 5 °C 0 

mmm 31-51 ; 1- { ci-^nn-6- u-y^-^y^*^) 

_ 3> 4-^tKo-2-t7^V^] ;*^vW — 3 —T^f-Vy* 

>m mm. 

TLC:Rf0.15 (n — 79 J — )V : BB: : zK= 2 0 : 4 : 1 ) ; 
25 iH-NMR (CD3OD) : 5 7.56 (d, J=8.60Hz, 1H), 7.06-7.35 (m, 5H), 
6.63-6.88 (m, 2H), 4.29 (s, 2H), 4.22-4.59 Cm, 4H), 3.94-4.06 (m, 2H), 
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3.61-3.81 (m, 1H), 2.84 (t, J=8.40Hz, 2H), 2.60-2.75 (m, 2H), 2.47 (t, 
J=7.20Hz, 2H), 1.67-1.90 (m, 4H) C 

mmm 31-52 : 3t- ( { [i-^an-6- (4-7*^h^) 



-3, 4-i?tKn-2-t7^V=/^ ^ 75/) ^n^^^ ^ 

5 mm. 

TLC:Ef0.27 (n-^;-^:S»:*-20 : 4 : 1) ; 
iH-NMR (CD 3 OD) : 5 7.55 (d, J=8.4Hz, 1H), 7.00-7.35 (m, 5H), 
6.64-6.86 (m, 2H), 4.08 (s, 2H), 3.94-4.04 (m, 2H), 3.19-3.45 (m, 2H), 2.88 
(t, J=7.5Hz, 2H), 2.79 (t, J=6.5Hz, 2H), 2.63-2.72 Cm, 2H), 2.53 (t, 
10 J=7.5Hz, 2H), 1.74-1.84 (m, 4H)„ 

Siii3 1-5 3 : 1- ( {6- [3- (4-7^P7»s^) T'P^ 
3,^] _ ! 3 f 4-i?tFa-2-t7^V-;H -3 

TLG : Kf 0.26 a n : ^ ^ / — ^ : T V^E-~T7k= 8 0:2 0: 

15 4) ; 

iH-NMR (CD 3 OD) : 5 7.32 (d, J=8.50Hz, 1H), 7.20 (dd, J=8.50, 5.50Hz, 
2H), 6.98 (t, J=8.50Hz, 2H), 6.76 (dd, J=8.50, 2.50Hz, 1H), 6.72 (d, 
J=2.50Hz, 1H), 4.18-4.43 (m, 4H), 4.16 (s, 2H), 3.95 (t, J=6.00Hz, 2H), 
3.66-3.75 (m, 1H), 2.69-2.82 (m, 4H), 2.20-2.28 Cm, 5H), 1.99-2.10 (m, 

20 2H) ; 

gfe^C : 1 3 5~1 3 7°C„ 

gfeM3 1-5 4 : 1- ({6 - [2- (4-ter t -TT^VK?*^) 

-3— T-W-WUAsK^Wt. 
25 TLC:Rf0.27 {9 n P : * 9 S —As : T^^-T7K= 8 O : 2 0 : 



4) 
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iH-NMR (CDsOD) : 8 7.30-7.35 (m, 3H), 7.20 (d, J=8.50Hz, 2H), 6.77 
(dd, J=8.50, 2.50Hz, 1H), 6.72 (d, J=2.50Hz, 1H), 4.20-4.46 (m, 4H), 
4.13-4.19 (m, 4H), 3.61-3.78 (m, 1H), 3.01 (t, J=7.00Hz, 2H), 2.69-2.76 (m, 
2H), 2.18-2.28 (m, 5H), 1.30 (s, 9H)„ 
5 jjj 3 1-55 : 1- { [.6- (1, l' - If 7 4 — i/V* h 

TLC :K£0.28 (^anTft/W* : — A': T^*:~Tfc= 8 0:2 0: 

4) ; 

10 iH-NMR (CDsOD) : 8 7.58-7.64 (m, 4H), 7.49 (d, J=8.00Hz, 2H), 7.42 (t, 
J=8.00Hz, 2H), 7.29-7.36 (m, 2H), 6.87 (dd, J=8.50, 2.50Hz, 1H), 6.83 (d, 
J=2.50Hz, 1H), 5.14 (s, 2H), 4.21-4.44 (m, 4H), 4.15 (s, 2H), 3.64-3.77 (m, 
1H), 2.70-2.79 (m, 2H), 2.19-2.30 (m, 5H)„ 

ilM31-56 : 1- ({6 - [3- (2, 6-^an7x=;V) ^" 



15 P7ft d S^>'] - 1 -^^/U- 3, 4-^tKP-2-t7^V-M ^f^) 

TLC :K£ 0.17 (n — ^ 7 — ;V : : 7K= 2 0 : 4 : 1 ) ; 
iH-NMR (CD3OD) : 5 7.30-7.37 (m, 3H), 7.14-7.20 Cm, 1H), 6.77 (dd, 
J=8.7, 2.6Hz, 1H), 6.72 (d, J=2.6Hz, 1H), 4.19-4.45 (m, 4H), 4.16 (s, 2H), 
20 4.06 (t, J=6.1Hz, 2H), 3.62-3.78 (m, 1H), 3.07-3.18 (m, 2H), 2.68-2.78 (m, 
2H), 2.22 (s, 3H), 2.19-2.29 (m, 2H), 1.97-2.10 (m, 2H)„ 
Hjfe^J 3 1-57 : 1- C (6- {3- [3, (MJ7;Vtn^ 
^/v) ^nzK^r^} — l-fT-sis— 3, 4-v'tKo-2-t7 

25 TLC :Ef 0.20 (n / — ^ : ftgfc : 7K= 2 0 : 4 : 1 ) ; 

iH-NMR (CD3OD) : 6 7.82 (s, 2H), 7.77 (s, 1H), 7.33 (d, J=8.6Hz, 1H), 
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6.75 (dd, J=8.6, 2.6Hz, 1H), 6.70 (d, J=2.6Hz, 1H), 4.19-4.45 (m, 4H), 4.16 

* 

(s, 2H), 4.00 (t, J=6.0Hz, 2H), 3.62-3.77 (m, 1H), 2.95-3.04 (m, 2H), 
2.67-2.76 (m, 2H), 2.22 (s, 3H), 2.19-2.30 (m, 2H), 2.07-2.18 (m, 2H)„ 
HJfe^iJ 3 1-58 : 1- { (t^W^v') —3, 



5 4 - v> fc Kp — 2 — ?~:7* ^ ^vW - 3 — T'W'&l'jJ fls&lsWt & 

TLC:Ef0.17 (n / — /I- : fflk : tK= 2 0 : 4 : 1 ) ; 
iH-NMR (CDaOD) : 8 7.32 (d, J=8.6Hz, 1H), 6.76 (dd, J=8.6, 2.6Hz, 
1H), 6.72 (d, J=2.6Hz, 1H), 4.18-4.44 (m, 4H), 4.16 (s, 2H), 3.96 (t, 
10 J=6.4Hz, 2H), 3.63-3.77 (m, 1H), 2.69-2.77 (m, 2H), 2.22 (s, 3H), 
2.17-2.31 (m, 2H), 1.68-1.81 (m, 2H), 1.23-1.53 (m, 10H), 0.84-0.95 (m, 
3H)„ 

jatM3 1-5 9 : 1- { [6- (3, 3 a^-jVzfu tf**y) -1 
-tfjV-Z, 4-^tKn-2-t7^V=;V] -3-Tif^v* 
15 ^^7/^>-^ 

TLC:Ef0.27 (n J — >V : : tK= 2 0 : 4 : 1 ) ; 

iH-NMR (CDaOD) : 8 7.10-7.37 (m, 11H), 6.63-6.73 (m, 2H), 4.19-4.45 
(m, 5H), 4.15 (s, 2H), 3.88 (t, J=6.3Hz, 2H), 3.64-3.77 (m, 1H), 2.66-2.76 
(m, 2H), 2.44-2.57 (m, 2H), 2.20 (s, 3H), 2.16-2.29 (m, 2H) ; 
20 ^fe^l* ; 7 7~8 3°C 0 

mmm 31-60 : 1 - ( { e - c (4 -^n tvw<:/vw 

TLC:K£0.23 (n / — As : ffflft : 2 0 : 4 : 1 ) ; 
25 iH-NMR (CDaOD) : 8 7.27-7.36 (m, 3H), 7.18 (d, J=8.lHz, 2H), 6.84 
(dd, J=8.1, 2.7Hz, 1H), 6.80 (d, J=2.7Hz, 1H), 5.04 (s, 2H), 4.21-4.43 (m, 
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4H), 4.15 (s, 2H), 3.62-3.76 (m, 1H), 2.68-2.78 (m, 2H), 2.58 (t, J=7.8Hz, 



3H) ; 

: 1 4 4~1 5 0°C o 

5 mmm 31-61 : 1- ( (6- c (4-^y/f/^>'^) 

TLC:Rf0.20 (n —Zf# J — )V : £H& : tK= 2 0 : 4 : 1 ) ; 
iH-NMR (CD 3 OD) : 8 7.24-7.43 (m, 3H), 7.15 (d, J=8.1Hz, 2H), 
10 6.73-6.94 Cm, 2H), 5.04 (s, 2H), 4.16 Cs, 2H), 4.06-4.47 (m, 4H), 3.60-3.82 
(m, 1H), 2.73 (t, J=8.4Hz, 2H), 2.48 (d, J=7.lHz, 2H), 2.13-2.31 Cm, 5H), 
1.69-1.98 (m, 1H), 0.90 (d, J=6.6Hz, 6H) 0 

mi&M 3 1-62 : 1- ({6- [ (4-tert -^f/Ky^) * 
df^] — 1— ff-fr— 3, 4-v f tKa-2-t7^I/^W 7fv^) -3 

15 -7^fi?y*/l'#^i IU)t!& 

TLC:Rf0.20 (n -:7*^ y — A- : @^ : 7k= 2 0 : 4 : 1 ) ; 
iH-NMR (CD 3 OD) : 8 7.37-7.43 (m, 2H), 7.29-7.36 (m, 3H), 6.84 (dd, 
J=8.4, 2.7Hz, 1H), 6.80 (d, J=2.7Hz, 1H), 5.04 (s, 2H), 4.19-4.43 (m, 4H), 
4.16 (s, 2H), 3.62-3.78 (m, 1H), 2.69-2.77 (m, 2H), 2.21 (s, 3H), 2.19-2.29 
20 (m, 2H), 1.31 (s, 9H) D 

3 1-63 : 1- ( {1-tf-A'- 6- [3- ( 2 - * ^Vl^ » ~ 
/u) T'DTK^i/] -3, 4-i?tKn-2-t7^V'-/W -3- 

TLC:Rf0.22 (n J — ^ : SER : 7K= 2 0 : 4 : 1 ) ; 

25 iH-NMR (CD3OD) : 8 7.33 (d, J=8.6Hz, 1H), 7.02-7.15 (m, 4H), 6.77 
(dd, J=8.6, 2.6Hz, 1H), 6.73 (d, J=2.6Hz, 1H), 4.21-4.42 (m, 4H), 4.16 (s, 



2H), 2.22 (s, 3H), 2.19-2.30 (m, 2H), 1.56-1.71 (m, 2H), 0.93 (t, J=7.3Hz, 
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2H), 3.98 (t, J=6.0Hz, 2H), 3.63-3.77 (m, 1H), 2.68-2.84 (m, 4H), 2.30 (s, 
3H), 2.22 (s, 3H), 2.19-2.32 (m, 2H), 1.96-2.07 (m, 2H) ; 

ilft : 1 6 0~1 6 5°Co 

iii31-64 : 1- ( {l-^^/V-6- [ {A — 7^=.;VZf=f-)V) 



5 ^;V77^] -3, 4-^t.KP-2-t7^V-;H - 3 -T 

TLC : Kf 0.17 n P*;Wi, : * $ / — )V: T ^^=^Ti^= 2 0:5:1) ; 
iH-NMR (CD 3 OD) : 8 7.31 (d, J=8.2Hz, 1H), 7.05-7.27 (m, 7H), 
4.23-4.42 (m, 4H), 4.18 Cs, 2H), 3.62-3.77 (m, 1H), 2.95 (t, J=7.0Hz, 2H), 
10 2.67-2.78 (m, 2H), 2.61 (t, J=7.4Hz, 2H), 2.22 (s, 3H), 2.20-2.30 (m, 2H), 
1.57-1.81 (m, 4H) 0 

jlli 3 1-65 : 1- { [1-^^-6- (2 -*r~7j-?V* Y 



— 3, ^-^tKo-S-^^V-^] t^/V} — 3 — T-^^^s-to frig 

15 TLC - Rf 0.32 (^pd*/^ : 7^=7^=8 O : 2 0 : 

. 4) ; 

iH-NMR (CD3OD) : 5 7.81-7.91 (m, 4H), 7.54 (dd, J=8.50, 1.50Hz, 1H), 
7.44-7.51 (m, 2H), 7.35 (d, J=8.50Hz, 1H), 6.91 (dd, J=8.50, 2.50Hz, 1H), 
6.87 (d, J=2.50Hz, 1H), 5.26 (s, 2H), 4.19-4.45 (m, 4H), 4.16 (s, 2H), 
20 3.64-3.77 (m, 1H), 2.74 (t, J=8.00Hz, 2H), 2.20-2.29 (m, 5H) 0 

gUfeffll 3 1-66 : 1- { [1-^^-6- (2-df-y ]) ~;V* h^vO 

— 3, KD-2-t7^V-^] ^^/W — 3 — Tif^v^^A^ 

i'Bfc 

TLC ' Rf 0.29 pp*/VA : *9 : T^^^TtK= 8 0:20: 

25 4) ; 

iH-NMR (CD3OD) : 5 9.17 (d, J=8.50Hz, 1H), 8.32-8.41 (m, 2H), 
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8.15-8.24 (m, 2H), 7.95-8.03 (m, 1H), 7.44 (d, J=9.00Hz, 1H), 7.03-7.07 
(m, 2H), 5.73 (s, 2H), 4.38-4.49 (m, 2H), 4.16-4.34 (m, 4H), 3.65-3.82 (m, 
1H), 2.80 (t, J=8.00Hz, 2H), 2.23-2.34 (m, 5H)„ 

HflSffll 3 1-67 : 1- { [6- ( 1 — -^y^t^— 2 — f b^r^) 
5 -1-^^-3, 4-^fcKP-2-t7^V=^] T^^vW - 3 — Tif 

TLC :K£0.31 (^nnjJvl'A : )V \ 7^-7^= 8 0:2 0: 

4) ; 

iH-NMR (CDsOD) : 6 7.80-7.84 (m, 1H), 7.73-7.79 (m, 1H), 7.27-7.39 

10 <m, 4H), 6.91 (dd, J=8.50, 2.50Hz, 1H), 6.86 (d, J=2.50Hz, 1H), 5.38 (d, 
J=1.00Hz, 2H), 4.18-4.43 (m, 4H), 4.16 (s, 2H), 3.63-3.77 (m, 1H), 2.75 (t, 
J=8.00Hz, 2H), 2.20-2.29 (m, 5H) 0 

13 1 - 6 8 : 1- ( {6- [3- (3, 4 - ^ jVOtxi ^^—/W) 

15 -3-T^^^^^/^^i 




TLC :Rf0.32 nn^M : ^^/^-/^ : T^^=T7k= 8 0:20: 
4) ; 

iH-NMR (CDsOD) : 5 7.33 (d, J=8.50Hz, 1H), 7.07-7.18 (m, 2H), 
6.96-7.03 (m, 1H), 6.76 (dd, J=8.50, 2.50Hz, 1H), 6.72 (d, J=2.50Hz, 1H), 
20 4.18-4.47 (m, 4H), 4.16 (s, 2H), 3.96 (t, J=6.00Hz, 2H), 3.66-3.78 (m, 1H), 
2.68-2.82 (m, 4H), 2.20-2.30 (m, 5H), 2.00-2.10 (m, 2H) ; 

yft : 1 3 2 ~ 1 3 3 °C 0 

MM 3 1-69 : 1- { [6- {4— -77- A*? —1—*7A' 

-3, Kot7^l^y-2—f;i'] Tif^v^- 3— 

25 tf^i 

TLC : Rf 0.14 (n -7? 7 —A' : &£fc : zk= 2 0:4:1) ; 
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iH-NMR (CDaOD) : 8 7.38 (d, J=8.6Hz, 1H), 7.17 (d, J=8.6Hz, 2H), 
6.85-6.98 (m, 2H), 6.73-6.83 (m, 2H), 4.20-4.45 (m, 4H), 4.17 (s, 2H), 
3.58-3.81 (m, 1H), 2.67-2.79 (m, 2H), 2.60 (t, J=7.8Hz, 2H), 2.23 (s, 3H), 
2.17-2.32 (m, 2H), 1.52-1.66 (m, 2H), 1.29-1.44 (m, 2H), 0.94 (t, J=7.3Hz, 

5 3H) 0 

mmm 31-70 : 1- { [6- (1-^/77^-2-^;^ 



-l-^f-ZV— 3, 4-i?tKo-2-t7^V=^] *?vW - 3 — Tif 

TLC :Rf0.28 (^no*;l/^ : J—)V : T = T 7k = 8 0:20: 
10 4) ; 

iH-NMR (CDaOD) : 5 7.55-7.59 (m, 1H), 7.44-7.49 (m, 1H), 7.36 (d, 
J=8.50Hz, 1H), 7.25-7.32 (m, 1H), 7.18-7.24 (m, 1H), 6.92 (dd, J=8.50, 
2.50Hz, 1H), 6.85-6.88 (m, 2H), 5.20 (s, 2H), 4.20-4.45 (m, 4H), 4.16 (s, 
2H), 3.66-3.78 (m, 1H), 2.75 (t, J=7.50Hz, 2H), 2.19-2.29 On, 5H) e 

is mmm 31-71 : 1- ( a-^^-e- c 0-7 ^—^-i, 2, 

4_^f^7y^-5-^/I/) * f d rv'] -3, 4-i?tKn-2-t 

TLC : Ef 0.27 an^/i^A : >V : T^^E-^T7k= 8 0:2 0: 

4) ; 

20 iH-NMR (CDaOD) : 5 8.03-8.09 (m, 2H), 7.47-7.57 (m, 3H), 7.39 (d, 
J=8.50Hz, 1H), 6.90-6.97 (m, 2H), 5.46 (s, 2H), 4.20-4.43 (m, 4H), 4.16 (s, 
2H), 3.63-3.76 (m, 1H), 2.77 (t, J=7.50Hz, 2H), 2.20-2.31 (m, 5H) Q 
S&feflil 3 1-72 : 1- C (1-7^^-/^-6- { C (2E) - 3 -7 

25 ^VW] -3-T^v 5 ^/^^ 

TLC * Kf 0.28 (^na*M : /—)\> : T:/^-~T7k = 8 0:2 0: 
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4) 



iH-NMR (CDsOD) : 5 7.37-7.45 (m, 2H), 7.27-7.38 (m, 3H), 7.19-7.26 
(m, 1H), 6.85 (dd, J=8.50, 2.50Hz, 1H), 6.81 (d, J=2.50Hz, 1H), 6.74 (dt, 
J=16.00, 1.50Hz, 1H), 6.44 (dt, J=16.00, 5.50Hz, lH), 4.71 (dd, J=5.50, 
5 1.50Hz, 2H), 4.19-4.44 (m, 4H), 4.16 (s, 2H), 3.65-3.76 (m, 1H), 2.72-2.79 
(m, 2H), 2.20-2.30 (m, 5H) C 

gjjflj! 3 1-73 : 1- ( {6- [3- ( 3 7 -fuiS 
^2 - \-^=f-JV— 3 , 4-t^fc Kn- 2-^-7^ ^/tO -3 

10 TLC:Ef0.28 n P#M : ^ 7^-7*= 8 0:20: 

4) ; 

iH-NMR (CD 3 OD) : 8 7.33 (d, J=8.50Hz, 1H), 7.21-7.30 (m, 1H), 7.02 
(d, J=8.00Hz, 1H), 6.84-6.98 (m, 2H), 6.76 (dd, J=8.50, 2.50Hz, 1H), 6.72 
(d, J=2.50Hz, 1H), 4.20-4.43 (m, 4H), 4.16 Cs, 2H), 3.96 (t, J=6.00Hz, 2H), 
15 3.64-3.78 (m, 1H), 2.81 (t, J=7.50Hz, 2H), 2.73 (t, J=8.00Hz, 2H), 
2.19-2.29 (m, 5H), 2.01-2.12 (m, 2H) ; 

: 1 5 7 ~ 1 6 1 °C 0 
tlffj 3 1-74 : 1- ( {6- [3- (2, 4-^PP7*^) 

20 r*tf^^^- 3 — ■*-/i^?^^Bfe" *feH4t 

TLC:Rf0.14 (n J —JV : itH : zk= 2 0 : 4 : 1 ) ; 

iH-NMR (CDsOD) : 8 7.41 (d, J=2.2Hz, 1H), 7.33 (d, J=8.6Hz, 1H), 
7.28 (d, J=8.4Hz, 1H), 7.22 (dd, J=8.4, 2.2Hz, 1H), 6.76 (dd, J=8.6, 2.4Hz, 
1H), 6.71 (d, J=2.4Hz, 1H), 4.19-4.42 (m, 4H), 4.16 (s, 2H), 3.99 (t, 
25 J=6.0Hz, 2H), 3.62-3.76 (m, 1H), 2.87-2.96 (m, 2H), 2.69-2.78 (m, 2H), 
2.22 (s, 3H), 2.18-2.29 (m, 2H), 2.00-2.12 (m, 2H) ; 
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m& : 1 2 1 ~ 1 2 6 °C e 

mmm 31-75 : 1- ( {6- [3- (2, A-vt^^^-tv) -7 

5 TLC:Ef0.16 (n -79 / ^tV : : 2 0 : 4 : 1 ) ; 

iH-NMR (CDsOD) : 6 7.32 (d, J=8.6Hz, 1H), 6.99 (d, J=7.5Hz, 1H), 
6.93 (s, 1H), 6.88 (d, J=7.5Hz, 1H), 6.76 (dd, J=8.6, 2.6Hz, 1H), 6.72 (d, 
J=2.6Hz, 1H), 4.19-4.43 (m, 4H), 4.16 (s, 2H), 3.96 (t, J=6.lHz, 2H), 
3.62-3.77 (m, 1H), 2.67-2.80 (m, 4H), 2.25 (s, 3H), 2.24 (s, 3H), 2.22 (s, 

10 3H), 2.15-2.32 (m, 2H), 1.91-2.04 (m, 2H) ; 
tik& : 1 3 2~1 3 6°C 0 

mmm 31-76 : 1 - ( { e - c u-^^vw^^vv) t^i/] - 1 

15 TLC :Rf0.16 (n J — ;V : @^ : tK= 2 0 : 4 : 1 ) ; 

iH-NMR (CD 3 OD) : 6 7.29-7.37 (m, 3H), 7.20 (d, J=8.lHz, 2H), 6.84 
(dd, J=8.5, 2.8Hz, 1H), 6.80 (d, J=2.8Hz, 1H), 5.04 (s, 2H), 4.22-4.42 (m, 
4H), 4.15 (s, 2H), 3.63-3.78 Cm, 1H), 2.70-2.79 Cm, 2H), 2.64 (q, J=7.6Hz, 
2H), 2.21 (s, 3H), 2.19-2.30 (m, 2H), 1.22 (t, J=7.6Hz, 3H) D 

20 WtiSM 3 1 - 7 7 : 1- ( { 6 - [ (4 - 9 s9 n^^S/vw^SW 3r^r 
i/] — l— *<?-ju-3, 4-i^tKnt7^i/y-2 — { M T*t? 

TLC:Rf0.14 (n -79 S — ;V : tf&t : zk= 2 O : 4 : 1 ) ; 
iH-NMR (CDsOD) : 6 7.27-7.41 (m, 3H), 7.20 (d, J=7.8Hz, 2H), 6.84 
25 (dd, J=8.4, 2.6Hz, 1H), 6.80 (d, J=2.6Hz, 1H), 5.03 (s, 2H), 4.20-4.43 (m, 
4H), 4.15 (s, 2H), 3.62-3.77 (m, 1H), 2.66-2.78 (m, 2H), 2.45-2.57 (m, 1H), 
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2.21 (s, 3H), 2.17-2.29 (m, 2H), 1.70-1.90 (m, 5H), 1.34-1.54 (m, 5H) ; 
1 5 4 ~ 1 5 8 °C 0 




MM 3 1-78 : 1- ( {6- [3— (4-^pp7x^) 

5 ^•v ? > / - 3 -t>/^^m mmm. 

TLC:Rf0.27 n : ^ ^ J — /V: T^^E-^T7l<:= 8 0:5:1) ; 

iH-NMR (CDaOD) : 5 7.34 (d, J=8.60Hz, 1H), 7.23-7.28 (m, 2H), 
7.17-7.22 (m, 2H), 6.77 (dd, J=8.60, 2.56Hz, 1H), 6.72 (d, J=2.56Hz, 1H), 
4.15 (s, 2H), 4.09-4.54 (m, 4H), 3.96 (t, J=6.13Hz, 2H), 3.63-3.78 Cm, 1H), 
10 2.64-2.85 (m, 6H), 2.20 (t, J=7.80Hz, 2H), 1.96-2.13 (m, 2H), 1.11 (t, 
J=7.50Hz, 3H) ; 
<M : 1 0 2~1 0 5°C„ 

1-79 : 1- { [3-^fvl/-6- (4 -7*^/^ h 
-1 — *^vW T-MT-i?^- 3 — tf/Htf^lfc 
15 TLC:Rf0.30 n a zjvU.k : * $ J — : T ^^e^T7k= 8 0 : 2 0 : 




4) ; 

iH-NMR (DMSO-De) : 6 7.36 (d, J=8.60Hz, 1H), 7.13-7.32 Cm, 5H), 
7.06 (d, J=2.20Hz, 1H), 6.82 (dd, J=8.60, 2.20Hz, 1H), 3.97-4.03 (m, 2H), 
3.60 (s, 2H), 3.36-3.44 (m, 2H), 3.25 (t, J=6.68Hz, 2H), 3.08-3.20 (m, 1H), 
20 2.60-2.70 (m, 2H), 2.15 (s, 3H), 1.68-1.79 Cm, 4H) D 

\mm 3 1-80 : 1- ( {6- [3- (2, 4-^7/VtP7x^) 

r/ntfWf-V] -1-^^-3, 4-i?tKa-2-t7^^;H ^^/^) 

TLC :Ef 0.20 a n^/l^A : ^ — : Tl/^=-T7&= 8 0:2 0: 
25 4) ; 

iH-NMR (CD3OD) : 6 7.33 (d, J=8.50Hz, 1H), 7.21-7.30 Cm, 1H), 
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6.82-6.92 (m, 2H), 6.76 (dd, J=8.50, 2.50Hz, 1H), 6.72 (d, J=2.50Hz, 1H), 

4.18- 4.44 (m, 4H), 4.16 (s, 2H), 3.97 (t, J=6.00Hz, 2H), 3.66-3.77 (m, 1H), 
2.81 (t, J=7.50Hz, 2H), 2.69-2.77 (m, 2H), 2.20-2.29 (m, 5H), 1.99-2.10 Cm, 
2H) ; 

5 : 1 2 6 ~ 1 2 9 °C 0 

mmm 3 l - 8 l : l- ( {6- [2- (2, 3-v>fc Kn- 1H- i is 
7*^-2-4^) ^h*is] -l-^^/V—3, 4-i?tKP-2-t7^ 

TLC:R£0.20 : — ^ : T>^E-~T7k=8 0:2 0: 

10 4) ; 

iH-NMR (CDaOD) : 5 7.34 (d, J=8.50Hz, 1H), 7.12-7.17 (m, 2H), 
7.03-7.10 (m, 2H), 6.80 (dd, J=8.50, 2.50Hz, 1H), 6.75 (d, J=2.50Hz, 1H), 

4.19- 4.43 (m, 4H), 4.16 (s, 2H), 4.08 (t, J=6.50Hz, 2H), 3.64-3.77 (m, 1H), 
2.99-3.14 (m, 2H), 2.60-2.79 Cm, 5H), 2.20-2.30 Cm, 5H), 1.92-2.02 Cm, 

15 2H) ; 

Sb^ : 1 2 9 — 1 3 2°C 0 

^M3 1-8 2 : 1- { [6- (2, Ko-lH-^fyfV- 

tf-M — a— TH'f'WiJ Artist %SE8& 

20 TLC : R£ 0.20 pp*M : * : T ^^TtR= 8 0: 20 : 

4) ; 

iH-NMR (CD 3 OD) : 8 7.33 (d, J=8.50Hz, 1H), 7.15-7.21 Cm, 2H), 
7.07-7.13 (m, 2H), 6.79 (dd, J=8.50, 2.50Hz, 1H), 6.74 (d, J=2.50Hz, 1H), 
4.21-4.41 Cm, 4H), 4.15 (s, 2H), 3.97 (d, J=7.00Hz, 2H), 3.63-3.76 Cm, 1H), 
25 3.06-3.18 (m, 2H), 2.78-2.99 (m, 3H), 2.69-2.77 (m, 2H), 2.19-2.29 (m, 
5H) 0 
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■mm 3 1-83 : 1- { [6- (tfv^n [4. 2. 0] Jr??-1, 
Z, 5- h V =^l/- b^ri/) -1-^^-3, 

TLC : Ef 0.20 nn*/VA : ^ # J— A* : T^^~ TtK= 8 0:20: 
5 4); 

iH-NMR (CD 3 OD) : 6 7.33 (d, J=8.50Hz, 1H), 7.05-7.24 (m, 4H), 6.81 
(dd, J=8.50, 2.50Hz, 1H), 6.77 (d, J=2.50Hz, 1H), 4.24-4.43 (m, 4H), 4.20 
(d, J=7.00Hz, 2H), 4.16 Cs, 2H), 3.85-3.95 (m, 1H), 3.64-3.77 (m, 1H), 3.38 
(dd, J=14.00, 5.00Hz, 1H), 2.96 (dd, J=14.00, 2.50Hz, 1H), 2.70-2.78 (m, 
10 2H), 2.20-2.29 (m, 5H) 0 

mum 3 1-84 : 1- C (1-^^-6- {3- [3- ( b 9 7/^ 
n^^;v) 7x=;v] :/natf3F-S'} -3, 4-i?t Kot7?vy-2 — f 



TLC:Rf0.26 (;? n uyfr/UA, : ^ /V: Ti^^TT^ 2 0:5:1) ; 
15 iH-NMR (CD3OD) : 5 7.42-7.54 (m, 4H), 7.31 (d, J=8.60Hz, 1H), 6.76 
(dd, J=8.60, 2.75Hz, 1H), 6.71 (d, J=2.75Hz, 1H), 4.11-4.27 (m, 4H), 4.08 
(s, 2H), 3.97 (t, J=6.13Hz, 2H), 3.33-3.51 (m, 1H), 2.89 (t, J=7.87Hz, 2H), 
2.72 (t, J=8.05Hz, 2H), 2.18-2.29 (m, 2H), 2.20 (s, 3H), 2.00-2.16 (m, 2H) ; 



: 1 2 5 ~ 1 3 3 °C 0 

20 ' iaiai-8 5 : 1- ( [3- (3-7^/1^^ 

;k) ynTK^^/] -3, 4-^tKot7^vy-2— f/W ;* ^/l') Ti? 

TLC : Rf 0.26 if n a t}s/W» : ^ ^ / — ?\>\ T ^=£=^ T7&= 2 0:5:1) ; 
iH-NMR (CD3OD) : 8 7.30 (d, J=8.60Hz, 1H), 7.06-7.19 (m, 1H), 
25 6.92-7.04 (m, 3H), 6.74 (dd, J=8.60, 2.74Hz, 1H), 6.70 (d, J=2.74Hz, 1H), 
4.07-4.24 (m, 4H), 4.05 (s, 2H), 3.94 (t, J=6.22Hz, 2H), 3.33-3.49 (m, 1H), 
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2.64-2.81 (m, 4H), 2.28 (s, 3H), 2.19 (s, 3H), 2.16-2.29 (m, 2H), 1.95-2.10 
(m,2H) ; 

iU^: : 1 4 8~1 5 3^* 

mmm 3 1-86 : l- ( {6- [3- (3-^on7x^) -?ui£*c 

TLC:Rf0.26 n nTivW* : * * / — A*: T^^=^Tfc= 2 0:5:1) ; 
iH-NMR (CDaOD) : 5 7.31 (d, J=8.60Hz, 1H), 7.20-7.28 (m, 2H), 
7.08-7.20 (m, 2H), 6.75 (dd, J=?8.60, 2.74Hz, 1H), 6.71 (d, J=2.74Hz, 1H), 
10 4.10-4.26 (m, 4H), 4.07 (s, 2H), 3.96 (t, J=6:i3Hz, 2H), 3.34-3.51 (m, 1H), 
2.79 (t, J=7.87Hz, 2H), 2.66-2.75 Cm, 2H), 2.20 (s, 3H), 2.16-2.28 (m, 2H), 
1.98-2.11 (m, 2H) ; 
jft^ : 1 5 1~1 5 3°C 0 

gji3 1-8 7 : 1- ( {6- [3- (3, 4-^oo7x^) 7° 
15 ptK^t^] -1-^^-3, 4-^tKat7^V^-2-^/H^^) 

TLC:Rf0.26 a htJn/W* : ^ * /— /V: T V^^7*7k= 2 0:5:1) ; 
iH-NMR (CD 3 OD) : 5 7.39 (d, J=8.23Hz, 1H), 7.36-7.39 (m, 1H), 7.30 
(d, J=8.42Hz, 1H), 7.14 (dd, J=8.23, 2.20Hz, 1H), 6.75 (dd, J=8.42, 2.65Hz, 
20 ~" 1H), 6.70 (d, J=2.65Hz, 1H), 4.06-4.25 (m, 4H), 4.04 (s, 2H), 3.96 (£, 
J=6.13Hz, 2H), 3.33-3.47 (m, 1H), 2.79 (t, J=8.05Hz, 2H), 2.67-2.75 (m, 
2H), 2.19 (s, 3H), 2.16-2.28 (m, 2H), 1.99-2.12 (m, 2H) ; 
jfibft : 7 4 ~ 8 1 °C 0 

mffi,M3 1-88 : 1- ( {6- [2- (4-^^7zc^) ^h^v"] 
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TLC:R£0.28 n dt^M : * $ S — >V\ T>^— TtK= 2 0:5:1) ; 
iH-NMR (CDsOD) : 8 7.30 (d, J=8.42Hz, 1H), 7.19 (d, J=7.80Hz, 2E0, 
7.12 (d, J=7.80Hz, 2H), 6.76 (dd, J=8.42, 2.56Hz, 1H), 6.71 (d, J=2.56Hz, 
1H), 4.07-4.27 (m, 6H), 4.08 (s, 2H), 3.34-3.48 Cm, 1H), 3.01 (t, J=6.86Hz, 
5 2H), 2.66-2.76 (m, 2H), 2.60 (q, J=7.75Hz, 2H), 2.18-2.27 (m, 2H), 2.19 (s, 
3H), 1.20 (t, J=7.68Hz > 3H) ; 
ji>& : 1 5 8~1 6 3^ 

mmm 31-89 : 1- ( {6- [2- (4-^y/p^7x^;v) ^ 
10 rw^v- 3-^/^^ 

TLC R£ 0.30 (^aa^uA:^^y^-^:T^^=T7K=2 0:5:1) ; 
iH-NMR (CDsOD) : 8 7.30 (d, J=8.42Hz, 1H), 7.20 (d, J=8.24Hz, 2H), 
7.15 (d, J=8.24Hz, 2H), 6.76 (dd, J=8.42, 2.65Hz, 1H), 6.71 (d, J=2.65Hz, 
1H), 4.10-4.27 (m, 6H), 4.07 (s, 2H), 3.33-3.49 Cm, 1H), 3.01 (t, J=6.86Hz, 
15 2H), 2.77-2.93 (m, 1H), 2.62-2.77 (m, 2H), 2.19 (s, 3H), 2.15-2.29 (m, 2H), 
1.22 (d, J=6.95Hz, 6H) ; 
MM. : 1 4 8 — 1 5 2°C 0 

mmm3 1-9 0 : 1- c {3- [3- (hv?^* 



20 ^)v)~>t V- 3 -^7/^^ 

TLC : Ef 0.28 a a Tft/W* : ^ * / — )V: T >*:~Tfa= 2 0:5:1) ; 
iH-NMR (CDsOD) : 8 7.28-7.40 (m, 2H), 7.18-7.25 (m, 1H), 7.02-7.15 
(m, 2H), 6.76 (dd, J=8.60, 2.75Hz, 1H), 6.71 (d, J=2.75Hz, 1H), 4.12-4.28 
(m, 4H), 4.08 (s, 2H), 3.97 (t, J=6.13Hz, 2H), 3.35-3.52 (m, IB), 2.84 (t, 
25 J=7.86Hz, 2H), 2.65-2.78 (m, 2H), 2.21 (s, 3H), 2.16-2.31 (m, 2H), 
1.97-2.14 (m, 2H) ; 
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& : 136~139 < C 0 

MM 3 1-91 : 1- { [1-^^-6- (3 -yzz—JU-^h^Z/) 
-3, 4 — 5?fc Kn- 2-^-7^ Wd/v] - 3 -Tif^v^^/t^ 



5 TLC:R£0.30 n a : * ^ 71/ : T :/^E-~TtK= 8 0 : 2 0 : 

4) ; 

iH-NMR (CDsOD) : 6 7.10-7.34 (m, 6H), 6.68 (dd, J=8.50, 2.50Hz, 1H), 
6.64 (d, J=2.50Hz, 1H), 4.18-4.46 Cm, 4H), 4.15 (s, 2H), 3.65-3.94 (m, 3H), 
2.91-3.04 (m, 1H), 2.67-2.75 (m, 2H), 2.18-2.28 (m, 5H), 1.93-2.12 (m, 
10 2H), 1.30 (d, J=7.00Hz, 3H) ; 

: 1 2 7 ~ 1 3 3 °C 0 




MM 3 1-92 : 1- { ll-^^/U— 6- (2-^^/1— 3-7x = 
/K/ciTj?^^) -3, 4-^^-2-^^^/!/] ;*^vW — 3-T 

15 TLC:Rf0.30 n htJn/UA : ^ )V : T^^E-— T7f<= 8 0 : 2 0 : 



4) ; 

iH-NMR (CDsOD) : 8 7.32 (d, J=8.50Hz, 1H), 7.21-7.28 (m, 2H), 

7.12-7.19 (m, 3H), 6.75 (dd, J=8.50, 2.50Hz, 1H), 6.70 (d, J=2.50Hz, 1H), 

4.36-4.48 (m, 2H), 4.19-4.33 (m, 2H), 4.16 (s, 2H), 3.65-3.86 Cm, 3H), 2.84 

20 (dd, J=13.00, 6.50Hz, 1H), 2.73 (t, J=8.00Hz, 2H), 2.55 (dd, J=13.00, 
7.50Hz, 1H), 2.15-2.29 (m, 6H), 1.01 (d, J=7.00Hz, 3H) ; 

MM. : 1 0 5~1 1 0°C o 

mMM 3 1-93 : 1- { [1 -yi^/u- 6- (1 3-^^ — 

/KTcTtf^vO -3, 4-^kKn-2-t7^1/=;V] t^/W - 3 — T 

25 if^-^^^/^^ 

TLC :R£0.30 (^nn*/^ : : Ti/^-=T7k=8 0:2 0: 
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4) ; 

iH-NMR (CD3OD) : 8 7.31 (d, J=8.50Hz, 1H), 7.20-7.27 (m, 2H), 

7.10- 7.18 (m, 3H), 6.72 (dd, J=8.50, 2.50Hz, 1H), 6.65 (d, J=2.50Hz, 1H), 
4.20-4.47 (m, 5H), 4.16 (s, 2H), 3.64-3.80 (m, 1H), 2.66-2.79 (m, 4H), 

5 2.19-2.31 (m, 5H), 1.80-2.09 (m, 2H), 1.29 (d, J=6.00Hz, 3H) e 

mnm 31-94 : 1- ( {6- ci- (4— f y^w*^) 

- l — .?* ^71,— 3 , 4-i?tKPt7?^-2-^;W /^ao r 

TLC:Kf0.18 (n / — A : &Bt : *= 2 0 : 4 : 1 ) ; 
10 iH-NMR (CDaOD) : 5 7.19-7.29 (m, 3H), 7.09 (d, J=7.9Hz, 2H), 
6.65-6.75 (m, 2H), 5.37 (q, J=6.4Hz, 1H), 4.18-4.40 (m, 4H), 4.12 (s, 2H), 
3.60-3.75 (jn, 1H), 2.59-2.73 (m, 2H), 2.43 (d, J=7.lHz, 2H), 2.16 (s, 3H), 

2.11- 2.25 (m, 2H), 1.75-1.88 (m, 1H), 1.57 (d, J=6.4Hz, 3H), 0.87 (d, 
J=6.6Hz, 6H) 0 

is mmm 3 2 ; 3- c/^a ( {e- c ^-y^/^of-M 

t^A- ( {6- [ (5-7x^;^yf-/v) ^v<l / 
f-)V) (15mg) JCT^U/H» (6. 2/zL) $5>^* 

#S 3 9 0 n L fcfcS ti"T** * / — 6 0 °CT* 2 4 R#|ffljJt# L-fco R 

20 ^W^T^TLC a a : / * / — A : T ^ 

~T7k=8 0 : 20 : 4) fc-Cflfl&U g*T©4W4*&^5#»Wfc£* 
(11. 2m g) £r#fc 0 

TLC :Rf 0.35 a tuft A- A : — A : T>~e~7zk= 8 0:2 0: 

4) ; 

25 iH-NMR (CDaOD) : 8 7.79 (s, 1H) 7.77 (d, J=8.51Hz, 1H) 7.76 (d, 
J=8.97Hz, 1H) 7.46 (dd, J=8.51, 1.74Hz, 1H) 7.03-7.31 (m, 7H) 4.01-4.11 
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Cm, 4H) 3.09 Ct, J=7.04Hz, 2H) 2.63 (t, J=7.50Hz, 2H) 2.53 Cs, 3H) 
2.48-2.57 Cm, 2H) 1.77-1.93 Cm, 2H) 1.63-1.77 (m, 2H) 1.43-1.62 (m, 2H)„ 



^13 2-0 1 ~ MMffl 3 2-12 

^/i" ( {6- [ (5-r7cc^/w<^/^) a-^s/l - 2 -"^^/W 

^1jfe^lJ3 2-0 1 : 3- l^A* ( {6- C (5-7xsM^) ^* 

TLC:Rf0.43 (^PPW : * / — A" : TV^-^TtK= 8 0:2 0: 
10 4) ; 

iH-NMR (CD 3 OD) : 8 7.84 (s, 1H) 7.72-7.82 Cm, 2H) 7.47 (dd, J=8.42, 
1.83Hz, 1H) 7.06-7.29 Cm, 7H) 4.22 (s, 2H) 4.05 (t, J=6.3lHz, 2H) 3.20 (t, 
J=6.86Hz, 2H) 3.00 (q, J=7.20Hz, 2H) 2.62 (t, J=7.50Hz, 2H) 2.53 (t, 
J=6^86Hz, 2H) 1.76-1.93 Cm, 2H) 1.62-1.75 On, 2H) 1.43-1.61 (m, 2H) 

15 1.25 (t, J=7.20Hz, 3H) G 

93 2-0 2: 3- [ ( {6- [ (5-7x^/1^^) ^iX] 



TLC:Ef0.24 (^PP/ft/l/A : *9 S~As \ 7 ~7 fr= 8 0:2 0: 
4) ; 

20' iH-NMR (CD3OD) : 8 7.89 Cs, 1H) 7.84 (d, J=8.78Hz, 1H) 7.80 Cd, 
J=9.15Hz, 1H) 7.49 (dd, J=8.42, 1.65Hz, 1H) 7.06-7.30 Cm, 7H) 4.39 (s, 
2H) 4.08 (t, J=6.40Hz, 2H) 3.26-3.40 Cm, 2H) 2.93-3.13 Cm, 2H) 2.64 (t, 
J=7.68Hz, 2H) 2.59 Ct, J=6.3lHz, 2H) 1.80-1.94 Cm, 2H) 1.62-1.79 Cm, 4H) 
1.46-1.62 Cm, 2H) 0.90 Ct, J=7.4lHz, 3H)„ 
HM3 2-0 3 : 3- Wy/n^/V ( {6- [ (5-7x^yf 



25 




;v) ttis] -2— ;*^A0 75/] ^n^^ 
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TLC :R£0.54 n nzJvW* : J— ;V : T^^~Tfo= 8 0:20: 



iH-NMR (CDsOD) : S 7.79 (s, 1H) 7.75 (d, J=8.60Hz, 1H) 7.73 (d, 
J=9.15Hz, 1H) 7.48 (dd, J=8.60, 1.74Hz, 1H) 7.04-7.29 (m, 7H) 4.07 (t, 
5 J=6.3lHz, 2H) 4.01-4.13 (m, 2H) 2.93-3.13 (m, 2H) 2.65 (t, J=7.50Hz, 2H) 
2.44 (t, J=6.68Hz, 2H) 1.79-1.94 (m, 2H) 1.64-1.79 (m, 2H) 1.47-1.63 (m, 
2H) 1.25-1.34 (m, 1H) 1.21 (d, J=6.59Hz, 6H)„ 

Hlfeffjl 3 2-04 : 3- C (2-fc Kn^rv'if/l') ( {6- [ (5—7 

10 TLC :K£ 0.28 : 7^=7^=8 0 : 10 : 

1) ; 

iH-NMR (CDsOD) : 5 7.90 (s, IB) 7.75-7.87 (m, 2H) 7.52 (dd, J=8.32, 
1.74Hz, 1H) 7.05-7.30 (m, 7H) 4.46 (s, 2H) 4.09 (t, J=6.40Hz, 2H) 3.83 (t, 
J=5.20Hz, 2H) 3.37 (t, J=6.31Hz, 2H) 3.20 (t, J=5.20Hz, 2H) 2.65 (t, 
15 J=7.55Hz, 2H) 2.60 (t, J=6.31Hz, 2H) 1.80-1.95 (m, 2H) 1.64-1.79 (m, 2H) 
1.46-1.63 Cm, 2H) 0 

HjjfeM 3 2-0 5 : 3- {4-^b d ri/~4- [4- ( 3 -7 ^-/KT'n 

TLC : Rf 0.29 (puwfojVJ* : /l^: T^^^T7K=8 0:2 0: 

20 4) ; """ ' ' ' 

iH-NMR (CD3OD) : 5 7.33 (d, J=8.97Hz, 2H) 7.09-7.29 (m, 5H) 6.93 (d, 
J=8.97Hz, 2H) 3.97 (t, J=6.3lHz, 2H) 3.38-3.52 Cm, 2H) 3.17-3.38 (m, 4H) 
2.95 (s, 3H) 2.79 (t, J=7.55Hz, 2H) 2.57 (t, J=6.59Hz, 2H) 2.26-2.41 Cm, 
2H) 1.98-2.24 (m, 4H)„ 

25 gjjjj 3 2-0 6 : 3- {4- [4- (3-7i=7^n^v/) 



4) 
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TLC :K£ 0.29 uufc/UJ* : * $ J — ;V : T^^^T^= 8 0:2 0: 



iH-NMR (CD 3 OD) : 8 7.09-7.30 (m, 7H) 6.86 (d, J=8.78Hz, 2H) 3.93 (t, 
J=6.31Hz, 2H) 3.60-3.74 (m, 2H) 3.44 (t, J=7.04Hz, 2H) 3.06-3.23 (m, 2H) 
5 2.84 (t, J=7.04Hz, 2H) 2.78 (t, J=7.04Hz, 2H) 2.71-2.91 (m, 1H) 1.98-2.17 
(m, 4H) 1.86-1.98 (m, 2H)„ 

gglfeffil 3 2-0 7 : 3- [5-^^-/1^-4- [4- ( 3 - 7 ^ -/l^T" n /}? 
$p~» ~7*.~>V\ -3, Knklv?y-1 ( 2 H) -^/V] zfw* 

10 TLC :Kf 0.23 n ntf^A : ^ /— jv : Tf£~T7k= 8 0 : 2 0 : 
4) ; 

iH-NMR (CDaOD) : 5 7.13-7.31 (m, SB), 7.11 (d, ^=8.78Hz, 2H), 6.90 
(d, <£=8.78Hz, 2H), 3.95 (t, J^6.22Hz, 2H), 3.64 (s, 2H), 3.26-3.37 (m, 4H), 
2.79 (t, ^=7.50Hz, 2H), 2.52-2.69 (m, 4H), 1.95-2.13 (m, 2H), 1.64 (s, 3H) Q 
15 3 2-0 8 : 3- {4- [4- ( 3 -7cc=/^n ztfdrix) 

TLC :E£ 0.18 (^an^A : t^/— : T>' C E-^T7K=8 0:2 0: 
4) ; 

iH-NMR (CDaOD) : 8 7.10-7.33 (m, 5H) 6.97-7.10 (m, 2H) 6.88 (d, 
20 J=7.32Hz, 2H) 3.92 (t, J=6.31Hz, 2H) 3.52 (t, J=7.23Hz, 2H) 3.34-3.78 (m, 
8H) 2.89 (t, J=7.23Hz, 2H) 2.78 (t, J=7.59Hz, 2H) 1.93-2.14 (m, 2H)„ 

3 2-0 9 : 3- [6- (3 — 7 ji^/^n jtf^S") -3, 4—5? 
tKa-2 (1H) -^y3Vy-/Kl /n/^yi 

# 

TLC :R£ 0.18 (^Pn^A : ;*^y— /l': Tls^=-T7k=8 0:2 0: 
25 4) ; 

iH-NMR (CDaOD) : 8 6.99-7.37 (m, 6H) 6.85 (dd, J=8.60, 2.74Hz, 1H) 



4) 
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6.79 (d, J=2.74Hz, 1H) 4.21-4.66 (m, 2H) 3.95 (t, J=6.3lHz, 2H) 3.55 (t, 
J=7.04Hz, 2H) 3.35-3.85 (m, 2H) 3.03-3.26 (m, 2H) 2.93 (t, J=7.04Hz, 2H) 

2.78 (t, J=7.59Hz, 2H) 1.96-2.15 (m, 2H) Q 

mmm 32-10 : 3- [6- [ (s-^^/v^:/^-/^ t^^] -3, 

5 4-v>t Kn-2 (1H) -^y^yy=^] ttttift 

TLC:Rf0.22 (^an*/VA : /— JV \ T^^^T^K=8 0:2 0: 

4) ; 

iH-NMR (CD3OD) : 6 7.01-7.32 (m, 6H) 6.83 (dd, J=8.42, 2.56Hz, 1H) 

6.79 (d, J=2.56Hz, 1H) 4.40 (s, 2H) 3.95 (t, J=6.3lHz, 2H) 3.51-3.68 (m, 
10 2H) 3.54 (t, J=7.04Hz, 2H) 3.09-3.23 (m, 2H) 2.91 (t, J=7.04Hz, 2H) 2.63 

(t, J=7.55Hz, 2H) 1.73-1.90 (m, 2H) 1.59-1.73 (m, 2H) 1.36-1.59 (m, 2H)„ 

mmm 32-11 : 3 - { oz) -3- [4- (s-^^^/v^a^^ 

is) ^Ury] — 1 - y i?~M zfu;<^m 
TLC:Rf0.35 (?uvfc/vJ* : *9 J— : T^^~Tfc=8 0:2 0: 

15 4) ; 

iH-NMR (CD 3 OD) : 8 7.15-7.30 (m, 5H) 7.13 (d, J=8.78Hz, 2H) 6.91 (d, 
J=8.78Hz, 2H) 6.67 (s, 1H) 3.95 (t, J=6.31Hz, 2H) 3.87-3.96 (m, 2H) 
3.31-3.35 Cm, 2H) 3.21 (t, J=6.68Hz, 2H) 2.79 (t, J=7.50Hz, 2H) 2.45-2.54 
(m, 2H) 2.42 (t, J=6.68Hz, 2H) 2.00-2.14 (m, 2H) 1.88-2.01 (m, 2H) 0 
20 2-12: 3 — { ( 3 E) - 3 - [4- (3 - 7^^>P^u^af 

TLC :Rf 0.26 (? pp*M : : T>^e~T7k = 8 0:2 0: 

4) ; 

* 

iH-NMR (CD 8 OD) : 5 7.06-7.30 (m, 7H) 6.89 (d, J=8.78Hz, 2H) 6.61 (s, 
25 1H) 3.96 (t, J=6.22Hz, 2H) 3.84 (s, 2H) 3.19-3.40 (m, 4H) 2.79 (t, 
J=7.50Hz, 2H) 2.58-2.68 (m, 2H) 2.58 (t, J=6.68Hz, 2H) 1.98-2.12 (m, 2H) 
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1.79-1.96 (m, 2H) 0 
MM 3 3 : 3- [ (3- {4- [3- (4- *?-;V7 7°*tf* 



MM 5 -emfelsfrlk-frW} (4 8mg) <DTh9^ K»7?y (3mL) 
M^3- (4-^f-/W7*=;W) yp/V^ (19mg) > i?^*f-jVT 



yz?#A'tf*i'i'~-h (6 0mg) :fcJ;W?y^— f^y Kh U 7xn 

7^4n^7^^(2. 3mmol/g, 6 Om g) 4riP*.^ffi"C2 0if#Lfc o 

10 ©1, 4-^^^ (2mL) SSffKIZl 4 NJttffcjC*/ 1 , 4 — SWMJ-i' 

(0. 8mL) SrJP^ 4 O^Tl^ram^bfcio 
n^vW£Ti5fc#-U OT©W4te&W^5##Wfb£-*& (3 2. 5mg) 



TLC:Rf0.29 (n — 7* 9 J — JV : : tK= 2 0 : 4 : 1 ) ; 
15 iH-NMR (CD3OD) : 8 7.01-7.17 (m, 6H), 6.76-6.91 (m, 2H), 3.90 (t, 
J=6.31Hz, 2H), 3.24 (t, J=6.59Hz, 2H), 2.93-3.08 (m, 2H), 2.57-2.80 (m, 
6H), 2.28 (s, 3H), 1.87-2.10 Cm, 4H) Q 
MM 3 4 : [6- (4-7^n/V^b^^) -3, 4-^tKut7^ 

w-i (2 if) — f yf>] r-feb^hy/w (e/z 

20 6- (4-^cn^/V^h^v^) -3, 4-v?tFot7^Vy-l ( 2 

-^-^ (3 0 0mg) ©fh7tKP77^ (lOmL) %8&\Zi/7 S * ?• 
A*fcX&>Wti?^'7'A' (19 9mg) 25 ^THlSf^ h V (6 0% 9 

7. 8m g ) &tia%.* mm^x 2 4^mmwvtc 0 &t&m\z.fc&iiaz.* mm 

25 7A^nvf^77^- : ^^^/^= 3 : 1) fcTSRKU £A 

T^^-fift^rW-t-S^S^^ (E/Z^1^ N 2 0 7mg) 
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TLC:R£0.68 (^^^ : 3 : 1) „ 

j£»iJ3 5 : 3- ( {2- [6- (4 b*r^) -3, 4-^ 



s nmm 3 4 vitit&w c 2 0 5 m g ) ©f h9tKP77^ (6. 

5mL) 1 MTfcfcftlSM y^W/V^^^A/b/^^t (1. 

4mL) SrO'CJcTin^ MUCT 3 B#IW«#bfc. S»2Nfi^B 

10 1) r;^t Kfb-£**r#fc. tbW/i^t Kfb£4fc«: (2 

E ) -3- [4- ( 3-^—^:7**^3^) ^^-^1 2-^-7— 

TLC:Rf0.25 (n / — ^ : Mft : zK= 2 0 : 4 : 1) ; 
15 iH-NMR (CDsOD) : 8 7.08-7.32 (m, 6H) 6.67-6.82 Cm, 2H) 5.89 (t, 
J=4.57Hz, 1H) 3.89-4.07 (m, 2H) 3.23-3.40 (m, 2H) 3.19 (t, J=7.50Hz, 2H) 
2.83 (t, J=7.59Hz, 2H) 2.62-2.77 (m, 6H) 2.19-2.29 <m, 2H) 1.72-1.85 (m, 
4H)„ 

mmm 3 6 - 1 ~fffi^J 36 — 2 

20 2 - n ^i'- 5 - 7 ^ b ©ftfc !) luffi 3 15 7 5 

Wb-^HfoStfflV^ WOO 2/0 9 2 06 8t^7Vy MiMRtf^ifefll 1 

g^M3 6-1 : {3- [ (3- {4- [ ( 5 -^-/WO^A-) ^ 




■HCI 



COOH 
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HP L Ci%m%m (^:HPLC <E>$l5£^#fi|£«iJ 2 6 &M) : 4.31 ; 
MS (m/z) : 891 (2M+H)+ 446 (M+H) + o 
gglfeff] 3 6-2 : {4- [ (3- {4- [ (5 -^cr^/W^^/V) 

y=c~M yus<;4;v) 75/] :7*~/W mfe 

5 H P L CfitfWIW (^:HPLC ©SDe&ttttlSJSfll 2 6 #Rg) : 4.27 ; 
MS (m/z) : 891 (2M+H) + , 446 <M+H) + D 
^jjfe^iJ 3 7-01 — HjfeM 37-32 




fi-Ty~l'<Dftt>y)\Z&^%T^l'i\&m-%:* (2E) -3- [4- 

glggM 3 7-01 : 1- C (l-^^V-6- { [ (1R, 2 R) -2- 
7*-^^n^nbT;i/] /• h^ix} -3, 4-v>t Knt7^1/V-2- 

15 TLC : R£0.26 (^nn*M : *9 /V- : T^^—TtJ^ 8 0:20: 
4) ; 

iH-NMR (CDaOD) : 6 7.31 (d, ^=8.60 Hz, 1H), 7.17-7.26 (m, 2H), 
7.04-7.16 (m, 3H), 6.79 (dd, ^=8.60, 2.74 Hz, 1H), 6.74 (d, ^=2.74 Hz, 1H), 
4.11-4.28 (m, 4H), 4.09 (s, 2H), 3.90-4.08 (m, 2H), 3.36-3.50 (m, 1H), 
20 2.65-2.78 (m, 2H), 2.15-2.30 (m, 5H), 1.86-2.02 (m, 1H), 1.44-1.64 (m, 
1H), 1.03 (t, ^=6.68 Hz, 2H) ; 

j&& : 7 0~8 A°C 0 

mmm 37-02 ; 1- c {6- [3- (4-7^tn-3-^Wx 

7 u — 1-^^/W— 3, 4-i?tKPt7^vy-2 — fVW 

25 t^A-) T^i^V-3-^/^^ 

TLC : Rf 0.26 (^n*;^ : /• ^ y — ^ : TV^-^TtK= 8 0:2 0: 
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iH-NMR (CD3OD) : 5 7.30 (d, ^=8.60 Hz, 1H), 6.95-7.10 (m, 2H), 
6.81-6.94 (m, 1H), 6.75 (dd, ^8.60, 2.75 Hz, 1H), 6.70 (d, e£=2.75 Hz, 1H), 
4.11-4.27 (m, 4H), 4.08 (s, 2H), 3.94 (t, c*=6.22 Hz, 2H), 3.35-3.48 (m, 1H), 
5 2.66-2.78 (m, 4H), 2.15-2.31 (m, 8H), 1.94-2.10 (m, 2H) G 
gjj^ : 1 4 9~1 5 2°C„ 
$113 7-0 3 : 1- { [1-^^-6- (^/yy-7-W h 
-3, 4-^tKat7^wy-2-^f/V] T^^i? V- 3 

LO TLC:Rf0.23 ^^^:TX*s7*=8 0 : 20 : 

4) ; 

iH-NMR (CD3OD) : 8 8.83 (dd, ^=4.5, 1.0 Hz, 1H), 8.36 (dd, ^8.5, 1.0 
Hz, 1H), 8.07 (s, 1H), 7.96 (d, ^8.5 Hz, 1H), 7.68 (d, «£=8.5 Hz, 1H), 7.52 
(dd, J^8.5, 4.5 Hz, 1H), 7.33 (d, ^8.5 Hz, 1H), 6.83-6.97 (m, 2H), 5.33 (s, 
15 2H), 4.11-4.28 (m, 4H), 4.08 (s, 2H), 3.34-3.52 (m, 1H), 2.66-2.79 (m, 2H), 
2.13-2.28 (m, 5H)„ 

iii37-0i: I" ( t g - £3- (2, 6-v?7;^a7a:^) 



^'a^v'] -1-^^-3, 4-^tKot7^Vy-2-^;W 
20 TLC : Rf 0.23 n a *M : ^ ^ / — ^ ':* T tK= 5 0 : 1 0 : 

1) ; 

iH-NMR (CD3OD) : 5 7.31 (d, ^=8.6 Hz, 1H), 7.14-7.29 On, 1H), 
6.85-6.95 (m, 2H), 6.74 (dd, e/^8.6, 2.6 Hz, 1H>, 6.69 (d, ^=2.6 Hz, 1H), 
4.12-4.27 (m, 4H), 4.10 (s, 2H), 3.99 (t, ^=6.0 Hz, 2H), 3.34-3.52 (m, 1H), 
25 2.87 (t, ^7.3 Hz, 2H), 2.72 (t, ^=7.2 Hz, 2H>, 2.17-2.28 (m, 5H), 1.95-2.10 
(m, 2H) ; 
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: 1 4 4~ 1 5 0°C o 

mmm 37-05 : 1- c (1-^^-6- {3- [2- 

p^f/V) 7 ^ - ^] ^n^^v'} -3, 4-^tKBt7^V^-2 — f 

5 TLC : Rf 0.18 a a Jft/l^ : ^ * / — : T ^^TtK= 5 0 : 1 0 : 
1) ; 

iH-NMR (CDsOD) : 6 7.64 (d, ^=7.7 Hz, 1H), 7.49-7.57 Cm, 1H), 7.44 
Cd, J^7.8 Hz, 1H), 7.30-7.39 (m, 2H), 6.78 (dd, ^=8.5, 2.7 Hz, 1H), 6.73 (d, 
J5=2.7 Hz, 1H), 4.13-4.26 (m, 4H), 4.10 Cs, 2H), 4.02 (t, ^=6.2 Hz, 2H), 
10 3.34-3.50 Cm, 1H), 2.98 (t, <*=7.8 Hz, 2H), 2.73 (t, ^8.1 Hz, 2H), 2.18-2.29 
(m, 5H), 1.99-2.14 Cm, 2H) ; 

ib^ : 1 2 5~1 2 7°C 0 
g^jj 7-06 : 1- ( {6- [3- (3, 4-^^/K7*^) 7 

ptK^s/] -1-^^-3, 4-5?kKnt7^vy-2->f/i') 

15 Tif ^"v 1 ^- 3 — 

TLC : Rf 0.17 (^an*;^:^^y^:Ty^T*=5 0 : 1 O : 

l) ; 

iH-NMR (CD3OD) : 8 7.31 Cd, J*=8.4 Hz, 1H), 7.00 Cd, ^=7.5 Hz, 1H), 
6.95 Cd, «*=1.5 Hz, 1H), 6.89 Cdd, e*=7.5, 1.5 Hz, 1H), 6.75 Cdd, e£=8.4, 2.4 Hz, 
20 1H), 6.70 Cd, ^2.4 Hz, 1H), 4.12-4.28 Cm, 4H), 4.10 Cs, 2H), 3.94 Ct, ^6.3 
Hz, 2H), 3.33-3.49 Cm, 1H), 2.66-2.76 Cm, 4H), 2.15-2.28 Cm, HH), 
1.89-2.09 Cm, 2H) ; 

m& : 1 6 7-1 7 2°C 0 
mmM 3 7-0 7 : 1- { [1-^^-6- (1, 2, 3, 4~Tb7 
25 kKPt7^1/y-2-^/Wb !i E-v') -3, 4-^t Kot7^Uy-2 
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TLC : Rf 0.31 n vfc/UJ* ; J—>v : T^^e— TtK= 8 0:2 0: 
4) ; 

iH-NMR (CDaOD) : 6 7.33 (d, J=8.50Hz, 1H), 7.04-7.06 (m, 4H), 6.81 
(dd, J=8.50, 2.50Hz, 1H), 6.77 (d, J=2.50Hz, 1H), 4.11-4.24 (m, 4H), 4.08 
5 (s, 2H), 3.96 (d, J=6.50Hz, 2H), 3.35-3.47 (m, 1H), 2.96 (dd, J=16.00, 
5.00Hz, 1H), 2.80-2.88 (m, 2H), 2.70-2.77 (m, 2H), 2.61 (dd, J=16.00, 
10.50Hz, 1H), 2.19-2.28 (m, 6H), 2.06-2.14 (m, 1H), 1.53-1.64 (m, 1H)„ 
Hi 3 7-0 8 : 1- ( {6- [ (4' 1 , 1' -\£~7 ^ 

* - l —^f-A — 3 , 4-^tKnt7^vy- 

10 2— f/W ^^VP) Tif ^^V- 3 

TLC : Rf 0.29 (^PD^/kis : 7^=7^=8 0 : 20 : 

4) ; 

iH-NMR (DMSO-de) : 5 7.63-7.73 (m, 4H), 7.51 (d, J=8.00Hz, 2H), 
7.28 (t, J=9.00Hz, 2H), 7.17 (d, J=9.50Hz, 1H), 6.81-6.85 (m, 2H), 5.13 (s, 
15 2H), 3.13-3.56 (m, 7H), 2.53-2.65 (m, 2H), 2.10-2.21 (m, 2H), 2.01 (s, 3H) 0 
»J 3 7-0 9 : 1- ( {6- [3, (4 -^/l^n ^aic^/V) 

TLC : Rf 0.32 (^ n vfojVJ* : S—fr : Tl*"e~T7k= 8 0:2 0: 
20 4) ; 

iH-NMR (CD 3 OD) : 5 7.25-7.32 (m, 5H), 6.99 (t, J=9.00Hz, 4H), 6.69 
(dd, J=8.50, 2.50Hz, 1H), 6.65 (d, J=2.50Hz, 1H), 4.14-4.31 (m, 5H), 4.10 
Cs, 2H), 3.87 (t, J=6.00Hz, 2H), 3.38-3.49 (m, 1H), 2.66-2.74 (m, 2H), 
2.42-2.51 (m, 2H), 2.17-2.27 (m, 5H) G 
25 3 7-10 : 1- { [1-^^-6- (5-7x=/l^yf^ 

driX) -3, 4-^bKn-2-t7^^] tf-M -3-Tif^v^ 
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TLC : Ef 0.25 nn*;^ : *9 S — ;V : T^^E-^TtI^ 8 0:20: 
4) 

iH-NMR (CDsOD) : 8 7.30 (d, ^=8.50 Hz, 1H), 7.20-7.27 (m, 2H), 
5 7.09-7.19 (m, 3H), 6.74 (dd, ^8.50, 2.50 Hz, 1H), 6.70 (d, ^2.50 Hz, 1H), 

4.12-4.26 (m, 4H), 4.09 (s, 2H), 3.96 (t, e£=6.50 Hz, 2H), 3.36-3.49 (m, 1H), 

2.67-2.76 (m, 2H), 2.63 (t, ^=8.00 Hz, 2H), 2.17-2.28 (m, 5H), 1.73-1.84 

(m, 2H), 1.62-1.72 (m, 2H), 1.43-1.55 (m, 2H) ; 
gfe^C : 129-13 3°C 0 
10 mmm 3 7-11 : l - [ (6- {3- [4-^ n p- 2- ( h !) 

n^f;>) 7x^;v] ^u^v'} — 1-^^/W— 3, K»t7^ 

TLC : Ef 0.24 d p : *9 T^^e=T7K=8 0:2 0: 

4) ; 

15 iH-NMR (CDsOD) : 5 7.64 (d, J=2.56 Hz, 1H), 7.55 (dd, «£=8.23, 2.56 
Hz, 1H), 7.46 (d, e£=8.23 Hz, 1H), 7.32 (d, e£=8.23 Hz, 1H), 6.77 (dd, <£=8.23, 
2.74 Hz, 1H), 6.72 (d, ^=2.74 Hz, 1H), 4.09-4.24 (m, 4H), 4.06 (s, 2H), 4.03 
(t, «£=6.04 Hz, 2H), 3.33-3.49 (m, 1H), 2.88-3.03 (m, 2H), 2.64-2.79 (m, 
2H), 2.16-2.30 (m, 5H), 1.98-2.14 (m, 2H) ; 

20 : 1 2 7 ~ 1 2 8 °C 0 

mmm 37-12 : 1- { ce- (1, 1' -tf^^^/1^-3— r/v-^ b 

drix) - 1 — ^ 3 , 4-^Kat7^vy-2-'f;l'] t^/M T 

♦ 

TLC : Rf 0.15 (n 7 — fls : W&t : tK= 2 0 : 4 : 1 ) , iH-NMR 
25 (CD 3 OD) : 8 7.67 (s, 1H), 7.54-7.62 (m, 3H), 7.39-7.47 (m, 4H), 
7.30-7.36 (m, 2H), 6.89 (dd, <£=8.70, 2.38 Hz, 1H), 6.85 (d, ^=2.38 Hz, 1H), 
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5.17 (s, 2H), 4.21-4.43 (m, 4H), 4.16 (s, 2H), 3.63-3.81 Cm, 1H), 2.69-2.78 
(m, 2H), 2.14-2.30 (m, 5H) ; 
gfe^ : 119 — 12 0°C„ 

■■mm 3 7-13 : 1- [ (6- {3- [2, (h97;^P^ 
5 ^/V) ^cc^/V] •7 P n^=3ev'} -1-^^-3, 4-v > tFnt7^y 



15 



TLC : Rf 0.25 (^nnjJs/WA : *9 /—tV: 7f*£~Tfo=8 0:2 0: 



4) .; 

iH-NMR (CDsOD) : 8 7.87 (d, ^=8.23 Hz, 1H), 7.77 (s, 1H), 7.68 (d, 
10 e*=8.23 Hz, 1H), 7.32 (d, ^=8.60 Hz, 1H), 6.77 (dd, ^8.60, 2.38 Hz, 1H), 
6.72 (d, ^=2.38 Hz, 1H), 4.12-4.27 (m, 4H), 4.09 (s, 2H), 4.04 (t, <£=5.95 Hz, 
2H), 3.35-3.48 (m, 1H), 3.03-3.11 (m, 2H), 2.69-2.77 (m, 2H), 2.20-2.29 
(m, 5H), 2.03-2.17 (m, 2H) ; 
Sfe^k : 1 1 9~1 2 4°C„ 

ffiflU 3 7 - 1 4 : 1- ( {l-^A—6- [3- (2, 4, 5 - MJ 

■ 

TLC : Kf 0.26 uuiivvJ* : ^^7— : T>^~T7k= 8 0:2 0: 
4) ; 

20 iH-NMR (CDsOD) : 8 7.30 (d, 

7.02-7.13 (m, 1H), 6.75 (dd, ^=8.60, 2.56 Hz, 1H), 6.70 (d, e£=2.56 Hz, 1H), 
4.04-4.22 (m, 4H), 4.02 (s, 2H), 3.98 (t, ^=6.04 Hz, 2H), 3.32-3.46 (m, 1H), 
2.80 (t, J£=7.59 Hz, 2H), 2.66-2.75 (m, 2H), 2.15-2.29 (m, 5H), 1.96-2.11 



(m, 2H). ; 
25 il: 15 9-16 4°C 0 

feM 37-15: 1- C (6- {3- - 3- (fP^/V 
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TLC : Rf 0.29 (;? n cr jJvWA : * 9 J A> : T V^=TtK= 8 0:2 0: 
4) ; 

5 iH-NMR (CDaOD) : 5 7.45-7.55 (m, 2H), 7.31 (d, c£=8.60 Hz, 1H), 7.21 

* 

(t, ^=10.43 Hz, 1H), 6.77 (dd, </=8.60, 2.65 Hz, 1H), 6.70 (d, e*=2.65 Hz, 
1H), 4.11-4.27 (m, 4H), 4.08 (s, 2H), 3.97 (t, e^6.13 Hz, 2H), 3.33-3.50 (m, 
1H), 2.80-2.91 (m, 2H), 2.66-2.78 (m, 2H), 2.16-2.29 (m, 5H), 2.00-2.13 
(m, 2H) D 

10 SML37_Zli-6 : 1- C (6- {3- [4-7^n-2- 

tP^f/v) ^a^AO ^otfW/} -l-^A-3, 4-^fcKat7 

TLC : Rf 0.26 (^onTft/W* : ^ * )\> : T ^*e~Tfc= 8 0:2 0: 
4) ; 

15 iH-NMR (CDaOD) : 8 7.48 (dd, ^8.60, 5.49 Hz, 1H), 7.39 (dd, ^=9.24, 
2.65 Hz, 1H), 7.24-7.34 (m, 2H), 6.77 (dd, ^=8.60, 2.56 Hz, 1H), 6.72 (d, 
^2.56 Hz, 1H), 4.11-4.27 (m, 4H), 4.08 (s, 2H), 4.02 (t, ^=6.04 Hz, 2H), 
3.33-3.49 (m, 1H), 2.90-3.03 (m, 2H), 2.66-2.78 (m, 2H), 2.16-2.32 (m, 
5H), 1.93-2.13 (m, 2H) ; 

20 1 26-1 2 8°C 0 

3 7-17 : 1- ( {l-^^VV-6- [3- (2, 3, 4 - MJ 
7; ^P7x=/V) ^dtK^] -3, 4-i?tKnt7^^-2-^} 

TLC : Rf 0.25 (^ n a jfc^A : ^ ^ / : T V^E-~T2k= 8 0:2 0 : 
25 4) ; 

iH-NMR (DMSO-de) : 6 7.09-7.30 (m, 3H), 6.65-6.75 (m, 2H), 3.94 (t, 
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e£=6.13 Hz, 2H), 3.38 (s, 2H), 3.09-3.22 (m, 5H), 2.78 (t, ^7.50 Hz, 2H), 
2.53-2.62 (m, 2H), 2.10-2.19 (m, 2H), 1.92-2.04 (m, 5H) ; 

jgfc£ : 1 5 1 ~ 1 5 5 °C 0 
11137-18 : 1- ( {1-^^-6- [3- (3, 4, 



5 ^/^n^^^/^) ^nstf^] -3, 4-5?fc Knt7^vy-2 — f /W 

TLC : Rf 0.29 nn^M : * Z /—>V : T^^TtK= 8 0:2 0: 
4) ; 

iH-NMR (CDaOD) : 8 7.31 (d, ^=8.42 Hz, 1H), 6.93-7.03 (dd, e£=9.00, 
10 7.00 Hz, 2H), 6.76 (dd, JS=8.42, 2.74 Hz, 1H), 6.71 (d, ^=2.74 Hz, 1H), 
4.09-4.26 (m, 4H), 4.07 (s, 2H), 3.97 (t, ^=6.04 Hz, 2H), 3.33-3.51 (m, 1H), 
2.75-2.84 (m, 2H), 2.72 (t, ^=8.41 Hz, 2H), 2.17-2.29 (m, 5H), 1.98-2.13 

(m, 2H) ; 

jgfc& : 14 0—1 4 4°C 0 
15 iiij 7-19 : 1- ( {6- [3- U-7A>*X2-2 t 

;V7x=/l/) ^n^^V] -1-^^-3, 4-^tKnWV^-2 

TLC :R£ 0.24 n n^/l^A : * * / — A> : T J^^T* 8 * 8 0:2 0: 
4) ; 

20 iH-NMR (CDaOD) : 6 7.32 (d, J*=8.60 Hz, 1H), 6.78 (dd, ^8.60, 2.84 
Hz, 1H), 6.74 (d, ^=2.84 Hz, 1H), 6.71 (d, ^9.15 Hz, 2H), 4.11-4.25 (m, 
4H), 4.07 (s, 2H), 4.02 (t, ^=5.85 Hz, 2H), 3.35-3.49 (m, 1H), 2.77-2.86 (m, 
2H), 2.69-2.76 (m, 2H), 2.31 (s, 6H), 2.17-2.28 (m, 5H), 1.81-1.98 (m, 
2H) ; 

25 mM: 144-146U 

iiM3 7-20: 1- ( {6- [3- (3-^0-4-7/^7^ 
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TLC:Kf 0.25 (^nmTjvW* : * ? / — >v : T>^e=T7k= 8 0:2 0: 
4) ; 

5 iH-NMR (CDaOD) : 8 7.27-7.34 (m, 2H), 7.05-7.20 (m, 2E0, 6.75 (dd, 
c/^8.51, 2.65 Hz, 1H), 6.70 (d, ^=2.65 Hz, lH), 4.11-4.27 Cm, 4H), 4.08 (s, 
2H), 3.96 (t, «*=6.13 Hz, 2H), 3.34-3.48 (m, 1H), 2.67-2.83 (m, 4H), 
2.20-2.29 (m, 5H), 1.98-2.10 (m, 2H) ; 
ifc^k : 118~119U 

10 mmm 3 7-21 : l- ( {6 - [3- (4-^nn-3-7;VtP7i 

TLC : Rf 0.26 n a tJ^A : ^ / — : TV-^— TtK= 8 0:20: 
4) ; 

15 iH-NMR (CDsOD) : 8 7.30-7.37 (m, 2H), 7.10 (dd, J^IO.43, 2.01 Hz, 
1H), 7.02 (dd, <£=7.96, 2.01 Hz, 1H), 6.75 (dd, *£=8.60, 2.65 Hz, 1H), 6.71 (d, 
e£=2.65 Hz, 1H), 4.10-4.26 (m, 4H), 4.07 (s, 2H), 3.97 (t, e£=6.22 Hz, 2H), 
3.36-3.50 (m, 1H), 2.77-2.86 (m, 2H), 2.66-2.76 (m, 2H), 2.16-2.30 (m, 
5H), 1.99-2.12 (m, 2H) ; 

20 ife^C :126~128 < C 0 

mmM3 7-2 2 : 1- ( {6- [3- (4-^BP-2-7/^n7* 

TLC :R£ 0.24 (^pp*M : ^ 7 — ;V : T^^=T7k= 8 0:2 0: 
25 4) ; 

iH-NMR (CDsOD) : 8 7.31 (d, ^=8.42 Hz, 1H), 7.24 (t, ^=8.42 Hz, 1H), 
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7.06-7.16 (m, 2H), 6.75 (dd, J==8.42, 2.47 Hz, 1H), 6.70 (d, ^=2.47 Hz, 1H), 
4.10-4.27 (m, 4H), 4.07 (s, 2H), 3.97 (t, ^=6.13 Hz, 2H), 3.35-3.50 (m, 1H), 
2.78-2.87 (m, 2H), 2.67-2.76 (m, 2H), 2.15-2.32 (m, 5H), 1.96-2.12 (m, 
2H) ; 

5 jK& : 1 6 0~1 6 2<C 0 

mmM 3 7-2 3 : l - [ (6- {3- [4-^nn- 3- (MJ^/U^- 
n^^/V) ~7=c^;V\ -^n-m^ly) -l-^^vv-3, 4-^tKnt7^ 

TLC : Kf 0.20 (n 7 — ;V : gfc^ : tK= 2 0 : 4 : 1 ) 
10 iH-NMR (CD 3 OD) : 8 7.60 (d, .£=1.10 Hz, 1H), 7.41-7.53 (m, 2H), 7.32 
(d, J==8.60 Hz, 1H), 6.75 (dd, ^=8.60, 2.38 Hz, 1H), 6.70 (d, J==2.38 Hz, 1H), 
4.20-4.45 (m, 4H), 4.16 (s, 2H), 3.98 (t, e£=6.04 Hz, 2H), 3.59-3.78 (m, 1H), 
2.88 (t, J==7.80 Hz, 2H), 2.67-2.77 (m, 2H), 2.18-2.30 (m, 5H), 2.00-2.14 
(m, 2H) ; 
15 : 12 0-12 4°C 0 

mMM3 7-2 4 : 1- ( {6- [3- (2-^0 0-4-7/^0 7^ 
7*n7K^v/] _i_^^^_3 ( Kot7^l-y-2 — <M 

TLC : Kf 0.17 (n / — ^ : &gfe : 7k= 2 0 : 4 : 1 ) 
20 iH-NMR (CDsOD) : 5 7.26-7.36 (m, 2H), 7.17 (dd, e£=8.78, 2.74 Hz, 1H), 
6.98 (td, J==8.42, 2.74 Hz, 1H), 6.77 (dd, <£=8.40, 2.38 Hz, 1H), 6.72 (d, 
^=2.38 Hz, 1H), 4.21-4.41 (m, 4H), 4.16 (s, 2H), 3.99 (t, J==6.13 Hz, 2H), 
3.62-3.77 (m, 1H), 2.91 (t, e£=7.50 Hz, 2H), 2.73 (t, e£=6.30 Hz, 2H), 

» 

2.19-2.29 (m, 5H), 2.00-2.12 (m, 2H) ; 

25 ife^C : 1 2 5~1 2 7°C 0 

Hifi3 7-2 5 : 1- ( (6- [3- (2-^ no- 3, 6 - ??7^* 
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TLC : Ef 0.23 n pt}vW» : ;* * / — : T^^TtK= 8 0:20: 
4) ; 

5 iH-NMR (DMSO-ds) : 6 7.35 Ctd, e£=9.01, 4.94 Hz, 1H), 7.26 (td, e£=9.01, 
4.67 Hz, 1H), 7.14 (d, J£=8.23 Hz, 1H), 6.65-6.72 Cm, 2H), 3.97 (t, ^=5.95 
Hz, 2H), 3.38 (s, 2H), 3.13-3.20 Cm, 5H), 2.86-2.97 (m, 2H), 2.52-2.62 Cm, 
2H), 2.09-2.20 (m, 2H), 1.89-2.00 (m, 5H) ; 

jgbk : 1 5 6~1 5 9°C 0 
10 Hi 3 7-2 6 : 1- ( {1-^^-6- [3- (2, 4, 6 - f y 
7;^n7x^) T'PTtfdrv'] -3, 4 -S>fc Fat7^ U^- 2 — T /W 

TLC : Rf 0.21 (^no^k^ : ^ * / — /V : T^^TtK= 8 0:2 0: 
4) ; 

15 iH-NMR (CDsOD) : 8 7.30 (d, ^=8.50 Hz, 1H), 6.80 (dd, ^=9.00, 8.00 
Hz, 2H), 6.73 (dd, ^=8.50, 2.50 Hz, 1H), 6.68 (d, ^=2.50 Hz, 1H), 4.11-4.25 
(m, 4H), 4.07 (s, 2H), 3.98 (t, e£=6.00 Hz, 2H), 3.35-3.48 Cm, 1H), 2.84 (t, 
^=7.50 Hz, 2H), 2.68-2.76 Cm, 2H), 2.18-2.28 (m, 5H), 1.97-2.08 (m, 2H) ; 

Hfej& : 159 — 162 ^ 
20 3afcfl!l3 7-2 7: 1- { [6- (2, 2-^^-3-7x^7*B 



-1-^^-3, 4-^tFot7^^-2-^f/V] *^vW 

TLC : Rf 0.19 (n-^;-/V:ii:*=20 : 4 : 1) 
iH-NMR (CDsOD) : 6 7.34 (d, ^=8.23 Hz, 1H), 7.03-7.26 Cm, 5H), 
25 6.70-6.85 Cm, 2H), 4.20-4.50 Cm, 4H), 4.17 (s, 2H), 3.60-3.81 Cm, 1H), 3.54 
(s, 2H), 2.67-2.81 Cm, 4H), 2.20-2.32 Cm, 5H), 1.01 (s, 6H) ; 
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<M : 1 2 4-1 2 7°C 0 
MM 3 7-2 8 : 1- ( {l-^/V-6- [2- (1, 2, 3, 4- 
fb7t Kn^^l/y-l-^/V) rcf^v^] -3, 4-i?t Knt7^ 

5 TLC : Rf 0.S7 (^»n*^:^^;^:r^-7*=8 0 : 20 : 
4) ; 

iH-NMR (CDaOD) : 5 7.33 (d, ^=8.50 Hz, 1H), 7.09-7.15 Cm, 1H), 
7.01-7.08 Cm, 3H), 6.79 Cdd, <£=8.50, 2.50 Hz, 1H), 6.74 (d, ^=2.50 Hz, 1H), 
4.03-4.25 Cm, 8H), 3.34-3.49 (m, 1H), 3.01-3.10 (m, 1H), 2.69-2.80 Cm, 
10 4H), 2.09-2.29 Cm, 6H), 1.70-2.03 (m, 5H) ; 

iM. : 9 9~1 0 7°C„ 
flfrgy 3 7-2 9 : 1- ( {6- [2- (2, 3-^fc Kn- 1H— Y ^ 
fV- 1 ->f AO o^hdri/] -l-^A-3, 4-^Fnt7?vy- 
2— ^f/W p«^A0 T-tf^S^— 3 — HfMRlA 
15 TLC : Rf0.32 (puuifr/VJ* : A : T^^^T7^=S 0:20: 

4) ; 

iH-NMR (CD3OD) : 6 7.33 (d, ^=8.50 Hz, 1H), 7.16-7.22 (m, 2H), 
7.08-7.13 Cm, 2H), 6.79 (dd, ^8.50, 2.50 Hz, 1H), 6.75 (d, J£=2.50 Hz, 1H), 
4.14-4.25 Cm, 4H), 4.07-4.14 Cm, 4H), 3.35-3.48 (m, 1H), 3.28-3.32 Cm, 
20 1H), 2.69-3.01 Cm, 4H), 2.19-2.39 Cm, 7H), 1.71-1.91 Cm, 2H) ; 



m& : 1 6 3~1 6 7°C 0 

;ffi#IJ 3 7-3 0 : 1- ( {6- [2- (5-7/^n-2, 3-5?fcK 

b-ih — fyfy-i— fA) -i-p^a-3, 4-5?tK 



a^-7^U^-2-^f/W ^AO Tif^i^- 3 AtSM 
25 TLC : Ef 0.29 ta o*;^ : * * / — A : T i^E-~TzK= 8 0 : 2 0 
4) ; 
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iH-NMR (CDaOD) : 8 7.32 (d, ^8.50 Hz, 1H), 7.16 (dd, c^8.50, 5.00 
Hz, 1H), 6.91 (dd, e£=9.00, 2.50 Hz, 1H), 6.76-6.87 Cm, 2H), 6.74 (d, e£=2.50 
Hz, 1H), 4.05-4.24 Cm, 8H), 3.34-3.47 Cm, 1H), 3.28-3.32 Cm, 1H), 
2.69-3.02 (m, 4H), 2.19-2.43 Cm, 7H), 1.76-1.92 (m, 2H) ; 

5 il!^: : 1 4 9~1 5 3^,, 

I^IS^I 3 7-31 : 1- ( {6 - [2- ( 4 — f y * 

/U] -l-^^^-3, 4-^tKaf7^I/y-2 — f/W ^^/^) Ti? 

TLC : Rf 0.19 (n -Z?* J — )V : BER : tK= 2 0 : 4 : 1 ) 
10 iH-NMR (CDsOD) : 5 7.29 (d, ^7.87 Hz, 1H), 6.99-7.10 (m, 5H), 6.94 
(s, 1H), 4.24-4.46 Cm, 4H), 4.17 (s, 2H), 3.53-3.86 Cm, 1H), 2.84-2.86 (m, 
4H), 2.63-2.75 Cm, 2H), 2.41 Cd, ^=7.14 Hz, 2H), 2.15-2.30 Cm, 5H), 
1.68-1.90 Cm, 1H), 0.87 Cd, J&=6.77 Hz, 6H) ; 
m& : 1 5 4~1 5 7°C 0 
15 mffi.M 3 7-3 2 : 1- { [9-^^-3- (4 -7 ai~/K/ b 

-6, 7-^tKn-5H — <^>^ [7] T^V>--8 — f/R] T 




TLC : R£0.42 P ptJn/I^A : * £V — : TV^E-~TtR= 8 0: 20 : 
20 4) ; 

M S (m/ z ) : 420 (M+H) + , 319, 187 0 

0 1 : 6- (^V^ndf^) -3, 4 -i?t Kn^^ U^- 1 (2 

6 — t: Kn^V- 3, Kot7^Vy-l (2/f) -ty (24, 
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3 g) (1 6 OmL) mm^UX^t^^ (2 9. 4mL) 

&£XJtmm% V (3 1. 1 g) Srjbtl&s 4 0tt3. 5«^rait#bfc 0 
^S^^r^*^ iiU' t e r t-^W^- ; r/v—^^rf-^ (1 : 

4) m&w-Wiz.'xmw^, &T<DM&.fe&^-rz>mm4k&vi> (34. 5 g ) 



TLC:Ef0.38 ('^MM' : @»x^vw= 3 : 1) „ 

:tiO 2 : 7- (^^P^) -4-^fv^-l, 2-i?t Knt7 

###10 l-VWtVftit&to (3 4. 5g) 0f>7tK077y (3 0 
10 OmL) W^f/wm^^U* (3Mv?xf/^f/« 
5 5mL) SrO*CT*JP^ ^i&T* 1 ^WH«#bfe. SM^Ot^U 

15 : i^x^= l o : D fc-cttfKU <om&m&&? &&M<t& 

m (24. 8 g ) ^r#fc 0 
TLC : Rf 0.57 (^=¥^^ : |^^^^/V= 1 5 : 1 ) „ 
:fjO 3 : 6- (-O^n^f) - 1 - ^A— 3 , 4-^tFnt7 

20 ttis&fcV^ (2 6. 7 g) ^O^TCN, N-^f/l^^T§ K (6 
OmL) Sr?RTU 2 0#*f#bfc o j^0 2tKIUfcft^ft 

(2 4. 8g) ^-fb^^-W^ (6 OmL) J8Sfc«rtf>o < Ui&TU 

^-gjsg^c^/l/ (1:2) »fr»3Wtfc"CttW Lfc 0 WttWiS:^ ^fP^^TK 
25 fClIWt, L-fc. ifentiMt e r t--7<?WrA> 

cx-x/WCT^U £ATO«Jtt^Sr*rt**«RS^4* (19. 9 g) 
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TLC : Rf 0.50 =¥f->- : ttB*^A'= 3 : 1) „ 

5 W-y-^ (3 5mL) ^O^^h U (1 4 OmL) £r 

^Px-, r r \z.^m 0 3 -Cigit L-Tc-fb*^ (9. 17g) $r^U-foJPx. N 

10 V5*W?^c-rf^97^'- (^t^ : IH*f^= 5 : l->2 : 

i) jt-cflraau skTvm&mtt-tzmMit&QB (6. 0 3 g ) &#fc 0 

TLC : Rf 0.26 : i^»^^/^= 3 : 1) . 

0 5 : 6— [3- (4-7^B7x^) zfntf^ris] —1—^ 

15 6-tKP^7-3, 4-^tKPt7^W7-l ( 2 H) -^-^Of^^ 
D K&nm 0 4 -ei^ bfcffrg^ Sr> #Wtr* V v*7K£>ftfc> 5^1-70*- 
3 _ (4-7/l'tn7x^) T^n^^^ffiV^-C. 0 1 £: WM<DW±YE 

TLC : Rf 0.40 (^Mf-^ : Sjsfifea^/l^ 3:1); 
20 iH-NMR (CDCla) : 5 10.32 (s, 1H), 7.48 (d, J=8.50Hz, 1H), 7.16 (dd, 
J=8.50, 5.50Hz, 2H), 6.97 (t, J=8.50Hz, 2H), 6.78 (dd, J=8.50, 2.50Hz, 1H), 
6.73 (d, J=2.50Hz, 1H), 3.99 (t, J=6.00Hz, 2H), 2.79 (t, J=7.50Hz, 2H), 
2.69-2.75 (m, 2H), 2.47-2.56 (m, 5H), 2.04-2.14 (m, 2H)„ 

0 6 : 5-^y-5, 6, 7, 8-fh7tKnt7^vy-2 
25 — -f/^ hJJ7/UtB^^^;l/^ — h 

6-tKndriy-3, 4-^tKnt7^^-l (2/f) -^-^(2. 
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Og) (DWfct^W (20mL) Wmc, - 7 8°C^T h V 5 V 

(5. 1 6mL) *5<tt)«il7Kf y 7/Vtn^^y7;^yi (2. 49mL) 

te:-al*$£U £AT^14^^-t"5^M'fb-a-#> (2. 3 4g) £r#fc„ 
TLC : Rf 0.34 (^^V : f^^^vl"= 85:15), 

Q 7 : 6- [ (4 — fy^Wx^/W) ol^-^;v\ -3, 4 — 
10 tFPt7^vy-l (2ff) -^"^ 

3!7fti^— #3 (4 8mg) tC#tiO 6 Ufe>ft:#^ (3 5 3mg) 

<£>N, N-v^^f/^MT^ K (3mL) MJ ^^/VT 5 ^ (27 

9 n L) *3j:t51 f y^/WO-i?^ (1 5 8mg) ON, 

N-^WMT5K (5mL) ^^rJbtlx.^S.^ 5 Ufc„ 
15 |:fh7^ ( MJ y^—frifr^yj '<yZ?tyJ* (0) (5 8mg) 

^fy : i^xf /l/= 9 5 : 5) ICTtlU ^T^^'^fi^i"^^^ 

20 1* (2 0 9mg) ¥ifc. "" "' " 
TLC : Ef 0.35 (^fl^ : g^^^/^= 9 : 1) o 

0 8 : 6- [ (4 — fy/f/V7x^) -l-;*^ 
-1, 2, 3, 4-7 l h7tKPt7^1/y-l-t^ 
###J 0 7 Ufcffc-g* (2 0 0mg) <£>X f7t Kn77^ (5m 

25 L ) Wffi. ^ 7* ^ >yt)A7*o 5; K (3 M v^^/l^^TV^^ 0 . 

3 3mL) &0°C^*RX., 3 0#jf#Ufc o K^^tK^Bx.^ 
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1 3) fc-CfiKKU &T<©*H4tf&Wi"*tW*&£W (1 5 4mg) £#fc 0 
TLC : Ef 0.36 (^f-f-^ : SB|xf/U= 4 : 1) 0 

fij0 9 : 6- [ (4— f.y^Wx=/V) ^/V] - 1 -**f-As— 



1, 2, 3, 4-rh7tKnt7^vy-l-t-^ 
##-0SJ 0 8 -eSBt Ufcffc'^J (15 0mg) <D^Z J — )V (4mL) 
i o%/^7v?!?A/Ki (1 5mg) tRU^WF 1 5^-Jt^L-fc„ 



10 mg) £r#fc 0 

TLC : Ef 0.40 (^=¥1^ : @^^^V= 4 : 1) 0 

(10 : 7- [2- (4-^y7'W*5A') -4-^ 



;v-l, 2-v?t Knt7^vy 

##W0 S-CfiBtbfc^ft (15 0mg) Otft^fV^ (3mL) 
15 P - bAsX-fXA*** TKfPfe (lmg) 2 H£rajfc# 

fr) jcTKfRU »T<B4M**&W^**«fl*fi* (I29mg) £#fc 0 

TLC : Rf 0.35 (^^^) . 

l 1 ; 6- [2- (4-fy^7*^) a^vH -1-^^ 

/to 

TLC : Rf 0.66 C^fiJ-V : B^fe*^= 3:1); 
25 iH-NMR (CDCla) : 6 10.35 (s, 1H), 7.46 (d, ^7.87Hz, 1H), 7.00-7.14 
<m, 6H), 2.90 (s, 4H), 2.71 (t, ^7.32Hz, 2H), 2.42-2.56 (m, 7H), 1.76-1.93 
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(m, 1H), 0.90 (d, J^6.59Hz, 6H) 0 

1 2 : 3- h*iy* b^rix) ^yX7;>7t K 
3-tKo^yX7/l^tK (5. Og) (D7-fehi/ (12 0mL) 

awetei^ii* y a (8. 5 g ) ewfwwniiK (4. o g ) 

l) teTHKRU #T©4&tete«r^S«Sfb£-4fc (6. Og) £r#fc„ 

TLC : Rf0.56 (^^V : @^^^=-/W= 3 : 1) „ 
10 1 3 : ot^/w 5- (3-tKo^ri/7x^) 

y*=.}V*r>r%>*/*?J*-fxx % K (lMf h7 t Ko7 ^^SSSSu 24. 4m 
L) ©7f7tKB77y (50mL) 1 2 L.fcflS#4* 

(2. 7g) ^-2 0TODi, lB#R0Jf#bfc o &HI 

OmL) OnV Y W^t h- V (14. 9mL) *3«fcr*7°n 

Wt (122/iL) SrjOH^U 1 3 0 tTt? 2 ff£|gjg# Lfc,, SJfc$l£&^f # 

= 9 : 1) fc-OtgSJUfco #bnfc{b^0^^7~7^ (6 OmL) 
20 10 v^/j^f ( 2 8 5 m g ) SrAHx.> TKH^fST 2 Bf FfSftf #Lfc 0 

mmz-ty-f aSMSUVt. fcbftfcte**©**/— ^ (4 0mD 

»»(4mL) SrJP^ 7 0°CTlB#l^jf#bfc o ^^SriiiStU 
OT^tt-fift^-rs^M^^ (2. 3 7g) £r#fc 0 

TLC : Rf0.37 (-^1^ : H^rc^= 3 : 1) 0 
25 1 4 : 5- [3- (4 -7 J^b^r^) 7 x.—A'] ^<^?^m 

6-tKo^-3, 4-^tKot7^Vy-l (2if) — $-l/<Dftfr> 
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•3 fc&^m 1 3 bfcrt^ife (1. 13g) *ft-<^^Oftt> 5 
1311 -/n*- 4-7*=/u^ V (1. 6 3 g) Sr/BV^T. ^moib 
¥M<D&fe* Lfc ^bfrbfcfb'g^tfM*./— A- (2mL) -Th7tKo 
77V (lOmL) ft^flKK: 5 NTk^ffr?- b P >> A (lOmL) ^P^L, 

5 3 Blasts ufe. 5Nmm&Ms.mk^i<'>'x*mmvtzL 0 ^mm*%mm. 

U ^T^*M£^3^Mfcl^ (1. 4 5g) Sr#fc„ 



TLC : Ef 0.56 (^^rf->- : @^^^/U= 1 : 1) „ 

#011 1 5 : 2- (4— -J^—JiV^f h^is) -6, 7, 8, 9 ~T h 7 fc 
Ko- 5 H-^Oy [7] 
10 ##03 1 4 -eJBIJS L-tcit&m (lOOmg) (Dmt*?-^^ (lmL) ^ 

O/zL) &7to£, 3 0#Jt#bfco SJ6SK«r*«lb % tbtlfcSSOhA'X 
^ (2mL) tSiS^O'C-C*^— (43/iL) £r#H;t> Sfi"? 1 B#|K 

71^=8 : l->6 : 1) te"C«M4U OT^tM&^S^Mffcl^i (8 8 
m g ) Sr#fc 0 

TLC : Ef 0.34 (^^i^^ : @1^cc^/u= 6 : 1) 0 
|||16: 9-^^-7^-3- {A-y^^;V^Y^) -6, 7 -v^t 
20 [7] 8 -^/^T/lrt K 

TLC : Ef 0.47 : g£^c^= 6 : 1) „ 

25 i±m^mmmi 
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1 : f_ 3 H] - SI P(OEDG-6^iD^^t§^^ 

10 EDG-6j§5HJ|§m3NBia«rl ht2X 1 0 5 «#, 1 2NFKI^ 

fc*Bfl&«:0. 5mL©r ^^5/77- 1? 2 |SJgfci#-Lfc 0 K D fil\ B ma Ji: 

=TW- 3 - [ 3 H] - 1 -7fr*7^<- Y t 2 n LOO. 0 1N NaOHSr 

2Hlgfe#bfc^ 0. lmLOO. 5%TCA (f!I^npS») . 0. 4 
mL©7^W;y77- (2% Na 2 C0 3N 4% NaOH^ 0. 1% 
SDS) N 0. lmL©lN MM%Mz.X, m&&&&W6fe£tto 0. 
5mL^#^^rt°-^5/ h^V^T^7^^MT/W (PACKARD) —HI 
20 IlXU 7mL©ACSI I (Am e r s h a m) trAH^ X.<W.W^^t^ 

3 7 ^ (T R I - C AR B 2 9 0 0TR P 
ACKARD) •Cjfc3*fgi4«:S!JJ£U K D fllCSr*«)fc. ^*3, =£#H#)&r1^te 
0. 0 1N N a OHOftfc S 1 P Sri^ST* 2 5 mM^5± 

25 fc^M^Iittt, 5nM©D-x!)^t3-^7-fy^i/y-3- [ 3 
H] - 1 hi 0 — 1 juM<D^-fb^^P^/cO. 4mL©7 
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* 

#35SI3flS'^H&fix 1 0 O Aimo 1 /LtCTS 1 P©EDG-6^©^d 
tLT5 0%«±©Bi.«SHtSr^Ufc o Mx.^ 3- [3- (4- (5-!7 

3 5 2 /zmo 1 /L-C&ofco 

&$^ff}g|»ll2 : f 3 H] -Ph S 1 PCEDG-6^H^t5^ 

ofc c ^lmg p r o t e i n/mL^f t N 9 6 TtT y*fe>f 7*1^ 
— hft^S/&Lfc 0 #<7^/W£: 2 x Binding Buffer (10 
0 mm ol/L Tris pH7. 5, 200 mM N a C 1 , 3 0 mM 
NaF, 1% BSA) T«Lfcvehicle (DMSO) IM^fcte 
2MSOP^^M8 0/iLi40/iL(Z)l 0 nmo 1 /L [ 3 H] - 

PhSIP (5, 5, 6, 6-rh7M;f >>A7^ h^7^y^yijj 

X (T&trabedron Lett.) , 38 (34), 6027 — 6030 (1997)) 
mmttffizmVTM&UTm&m r(a h : ri - 7 :tert-^W (4 S) - 
4- [ (IS, 2R) - l- (^<^^n - 2 - fc K n ^i^*¥f--7*# 
-3— r^-1— T/P] -2, 2-S^^-l, 3-^-dr-^^y 
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-v?fcKn-2, 4, 3 —^<^^/V'^r^r^-y^^-y=^^^— 3 — 7 51/ tlx 
iS^fcfe, ^^^nDi^l.ftia!)^ ASCA-2MI ■ 

77^^^^ 20 0 2^10^10^, 5-14^« 

^K^^W-o RJ&&> 9 6 5^UNI F I LTERSrffl^T^l^iU 2fc 
^y77" (5 0mmol/L Tris pH7. 5, 0. 5% BS 
10 A) 5 0 m L T 3 |U?5fc#- bfc^, 6 0^4 5^1^1$^, Mi cr 
oScint20 50/i L/w e 1 1 £r#U;iT N b*rT o p S e a 

1 — P*0;fr/*— bfcSU TopCount (Perkin Elmer) T* 

15 *38W-ft;^4fiJtts 1 0 0#mo 1/LttS 1 P©EDG-6^©^ 
^ft^lSfeg'J 3 : »^^;^7A-f^y [C a 2+ ] , (P»Jg&fb3r J &~» 

C3»fcfr«fe] 

20 tfEDG-1, EDG— 3, E D G— 5 3;fcteE D G - 8 T&fc^&^tfh 
^frffiffl&^LZitit^J ~ — X/v***— (CHO) mifc&s 
1 0 % F B S ( «7 ^fl£JElftL«) x y V/* M^T* W^>-^*5 J: t)«^ 

(5 ju g/m 1 ) M©Ham' s F 1 2i#ite (G I BCO 
B R L#M) LfCo LfcM£r 5 nM Fura2 -AM^I ( 1 

25 0%FBS, 2 0mM HEPESili (pH7. 4) % *5j;tf2. 5m 
M /n^KtfOHam' s F 1 2i#») «t»T5\ 3 7^ 6 0» 



234 



WO 2005/020882 



PCT/JP2004/012768 



>^^-hUfc 0 2 0mM HEPESIW (pH7. 4) *3j;t*2. 
5mM ^n^^KSr-g-tpHa n k s^l|El$#U R^gLfc, & 
% K7 y??*9 V — — y y?*/7. s rJ* (FDSS 6 0 0 0 — 

OHO ) [^W-hSrtyM, 3 OWiiWW^/^^'A'fty 
5 MSSrSIfcLfc. BSMfc-a-* : 1 nM~l 0 ^M, S^^vW^Jfc 

Srv'K (DM SO) flSSK) SrS&UHU ^5»S1P (if«S : 100 

nM) Sr^JPbT> S 1 J>miJm&<DMR&fo*>Sl'l'VM3-^M&(D±:%-& 

3 ^^Ri^iJ^ Ufc (l5&©^* 3 4 0 n m*5 <fc TJ* 3 8 0 n m s 5 0 

0 n m) o 

S O §r^iP Ufc S 1 PfflMi?<D a^bD —/HE (A) 

ttWk^©^^©«[^b^«©St*it©-b#«[ (B) k&itm 
U iTOl^/W^A^;^ [c a 2+ ] 1 »*JhJM*&%t?* -b#^ (%) = 

(b/a) x i o 0-e^ffibfc o StMo#M"C©±^^ft E c 5 

15 O m&mm\*ito 
mm 

m*-t£s EDG-ltoV^T, 3- [3- (4- ( 5 -^—/W^^/V 
^-=3f->-) :7^~/P) 7°nfcV^T57] ^P^^^OECgo'fiiteO. 2 5 5 /z 
m o 1 /L"C&o;fc 0 
20 ^^Hm#H 4 : (^^1 L r " 

$H4S prague — D awl eyy^h (B+fir^^ V ^ffi 
25 g S IbifiL&tMRi£B ( S y s m e x SF-3 0 0 0) «1 

Srff-iliJU y^Ifctt 0*J$Su ifiL/h^SrM^bfeo Wctt 4 £ tt: 5 
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5 ^^#ffi^*^bTV^5-i:^^^ofc 0 #!l£.fcf, 3- [3- (4- (5 
#4R#FbTO-*5V^ 10, 30, 1 OOmg/kgT'igft^Kl^JiiL^y 

5 : Ik* y ^^Ofe'I^: 2 ) 

^^©^^ifiL^^ y^°^^ *lfilft> iM^t^ -^f* 

y y h^^^M i tblfoJfctN^g (S F- 3 0 0 0, Sysmex) \C 

xmfevtco ftffijrmn. mm&^m (vehicle m) Km-f^^itm^i 

0 0%iU #^W-^PO¥^llfiL^W^% of Vehicle {fiSr^WbfCo 
20 Wmik&yo&^M. t % of Vehicle j&i>> P>^*^^r^ U ifc f MMWc % 5 

^jfe^Hlfi^l 6 : Jk^ y (£g 3 ) 

*IH4S-p r a g u e — D awl eyy^F ( B — /W* y 

25 B#6Mip) fc#389M»fc-£fe3: fete vehicle =Sr5S (3^n&-§- bfc 0 

BMb-B^Sfctt vehicle ©jg-^-Srflfc U^NF^-ifo. 1 * 1 y ^3WftOliI*3ftae 
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57^ h£5i^;£fc vehicle Sri 0 0F H 1^i~S7 y b& 5Pfc#J9ttttfc 0 
1 0 ^©t^frlltl 0,20,30,40,5 0 B^H^tb vehicle 

itu &hfnt&m<D-i&&* ^ s g ftjfiL^fhm^g (SF-3000, 

Sysmex) &/Ev\ ifiUfctfc £rf|-§!! U D JM^«C 

^^HmM4-e^ffibfc, tSE»^«btS!^-«:fTofct|HftS p r a g u 
e-D awl eyyyb (H*^"Y— /W* y B# 6 MO *5,fctflg 

m&ttwt^it? * h <t t) , -tax-efts* y ^sp^mw ufc„ 

^rfTofCo i~^fc»*>, SCD3^, ^CD4^, £lCD8, #lB 2 2 O 

j&srtHMus:. 
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~?$x£Y) mm&titz v i"*w*mm u Graven <t »)»^t(j. 

Immunol. 171:3500-3507, 2003) V 
5 bfc„ PiSLfcy >vn°j=£ (M^lfil X 1 0WmL) tfeffTj JX^^ 
-^>vS— cE>_hJStobn*U TJSfcfiS 1 PfeSV>(iCCL-5^CCL-2 1 

Zmt, SCD4 5RA^ ftCD4^ ftCD8a»MCD16 1 

a a i£ &m v * -c & sfe & t % mMfe-fr* skmmm ? * s ? ^ &~r& 

15 m^W^k^^Lo 0!lx.fc£, ^t-JSBH&^^iS^^X. 7-AA 

D Viability Dye, F I TCS^CD 3^$:. F I TC^IifetC 
D4 5RAtrC#:, FITC©SCD8bft^ PEi«CD4K^ FITC 
«CD1 6 1 a^#&JJD;UiftlU ^i&«FJffT»l SfrffltitU^T^ -£<^ ^ 
ifeW;^ IOTest 3 Lysing Solution 

20 Ht0f-C 1 O »|Lfc 0 ^o6m> 1 3 0 0 r p m ( 3 2 0 g) 5 $mSft&~U' 
ifcm$:lmL<Dr>PBSKmgt& J £. 7n-f^ h^-^-EP I CS XL (-< 
y^^ri— ) tflOOO 0^*fc^^b^-h©^Bfla^S!l^b^: o 

EDG-isei©iW^^ty^Hy^Lfc„ ^«f 
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ASEB 18:551 — 553, 2 0 0 4 ^t^ofc 0 

mmmi 

M£>]ffiJ 1 : 

5 3 _ [ 3 _ ( 4 _ (5-^aiCi/W<^/l/^S/) 7*=/V) tf/UT 

^a^^^ (1 0 0 gK #/Wi^i'^/i'ir/l'n— A (#§ 
3g#J) (2 0. Og)^fT!)^^!>^TOJ) (10. Og). 
tt^t/va-^ (8 7 0 g) <*>#j*#&S$£U:J:!9^L;fc«tt«£L*t\ 

-m*pK i o m g ©«ttrit#&^r*- s^pj i ^m&mt. 

10 l^Jffi) 2 : 

3 - [3- (4- (5 -^^/W^^l^dri/) 7^~M ?n\ftVT 
% /] ^a/-?^^ (2 0 0 g) N •rl'cs f-A' (2 kg) s ^WtK (5 0 L) 
©#J&fr&^^J:«3^bfd^ |^«7^^--e5ifiU 5ml Tor 



20 Jbbo^n K^V^It S l P^Wfl^ ■WKiEDG-6*t^fBS:^3fl:'& 
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5 S)5 0 
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ft 3fc <D ffi ffl 



l. HKsS (I) 




COOH 



0) 



15 



&m u x ^^^^ fc n^^—y—^m? i -o^s b ^ems t —m^ 

10 ^l~10©^-t-^U nf^O^fcfil Sr^U n # 0 <P»£\ 



2. — j»5£ (I) 



(rS- 




COOH 



CO 



— «5t (.1 a) 



241 



WO 2005/020882 



PCT/JP2004/0 12768 




(CH^q-E 




G a -Q a -COOH 



(la) 



(R 2 \ 



(5£tf\ R 1 a f*C 1 ~ 8 TA**tflJ&> C 1 ~ 8 TVl^ ^ v'K. '^n fflsMrf-* 



J0KT-«r£tp 5-7 M<£>1£^5£ 



Sr^b, E a te-CH 2 -> -Q-> -S 




fcttC 1 ~ 8 TA"*A3E3r* U R 4a ffcjcSfiS^^ttC 1 ~ 8 T^^/H 
«T**t"*\ R 2a i:R 4a {*-^^o-C. -CH 2 CH 2 -tfdi-CH=CH 
-Sr*U G'tt-CONR 7 '- -NR 7t CO- -S0 2 NR 7 '- -N 
•S0 2 -> -CH 2 NR 7a -tfcli-NR 7a CH 2 -^U R 7a 
teTkMC^ C 1 ~ 8 T/V^r/^ C y c 1 *fcf*C y c 1 \Z.£oXWte& 
thtcC 1 ~ 8 T/^/V'SSrS U Cy c 1I1C5~7 <£>i|£^5£#<^^> 
» 1 ~ 2j@<E>^fl§n% 1 fi©«*W^*5 it5/**:H: l ^MtMTSre 



R 





(R 5a ) s 



^-{*2^£AT-t?fc6o ) s R 5a te (1) Cl~ 

(4) i/TS^ (5) 



JK^Sr^b (fcfcU 

8 7;^^/^ (2) ^ny^I^ (3) = fo 
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10 



(8) "rhv^V/^, (9) -OR 9 ' 



(10) -SR 



1 0 a 



(1 1) 



-COOR lla l, (12) -NR 12a R 13a I, (1 3) -CONR^'R 1 



5 a 



k (14) -S 0 2 NR 16a R 17a g N (15) -NR 18, COR 19a i, 



(1 6) -NR 20a SO 2 R 21a I, (1 7) -S0 2 R 22a S. 3;fcte (1 8) 
5 -OP (O) (OR 23 ') 2 £<SrilL (mtp, R 9a ~R 18 \ R 20a *5<fcTJ?R 2 

3 a te^n^etate ur> 7kmm*. c 1 ~ 8 r/^^/^s. cyc2^fdic 

y c 2^j;oTft$tlfcC l~8T/^/H^Sf^\ R 12a £R 13 \ R 



14a 



£r is \ r 1 6 a i: r 1 7 a tt^eti b 5 liJii 1 i t ^ o t s 



l* s Cl~8 7;^/^ TK^^^fc 



ttT5/£te«fcoTe&$*t-CVvrt>,fcV\, ) «r*U R 19a *5<fcTJ*R 21a te 

^fh^fhmSL UT S C 1 ~ 8 T/V^Vl^ Cyc 2tfc(iCy c 2 fiot 



m$ ttfc C 1 ~ 8 T/l^/VK£* UR 22a teTk^S. C 1 ~ 8 7t\>*M 
Cyc 2£fckiCy c 2 fr£«fc otll^fcC l~8 7;V^iS:iL^ C 
15 y c 2fci:C 5 ~ 7 <£>]£g£5£^^> £fcte 1 ~ 2 fl§(£>^§^B\ 

m^F*3 itf/^fcte: l flioWWS^Sr^tf 5-7 M^^^^Sr^-To ) ^ 

l~4 0l|c^U s ttO*fcf±l~4<B! 



20 1 B5M(Dfc&!&), 



3. — jtt^; (i a) 




COOH 



25 (fcf£U Y 1 ^ Y 2 ^^©jg-^m^#:f*9Sr® 
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4. —JttSfc (I B) 



( R1 t 




COOH OB) 



;*3 «k 



10 U ^©ftolB^m»^O|£ffll*5j:t>*3|Bm©fB^i:I^Cl:^^-t- 0 ] 



5. ^A#^<>-i?>\ <oy^ 4>'^>'-£Zife~r7?i'>m~c*tbz>m$: 

15 

20 fS^O^ffl 6 15*fe©^^^) 0 
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7-v>tKo-5H-^/ [7] T3*l">\ fcT!J5?>\ ^ /K ^ n 
15 -O— , fi^l^tvCV^Tt) <tV"»C 3 ~ 6 *st? /Is^ls^^isZo £Z£fRM£frl 

^©m^ i~8 <o -m&x$> z>m^v>$m 2 um,<Dfc&m 0 

12. X^ff^$ttTV^Tt> <fcl>-CH 2 - s - (CH 2 ) 2 - N - (CH 2 ) 
20 3 > (CHj) 4 N (CH 2 ) 6 > (CH 2 ) 6 % (CH 2 ) ? > 

- (CH 2 ) 8 -, -CH 2 -0- - (CH 2 ) a-O-. - (CH 2 ) 3 -0 
- (CHJ 4-O-, - (CH 2 ) 5 -0-, -CH=CH-CH 2 -0 

&i-%t><DbirZ> 0 ) -C$>5Sf*^$5ffll llBm^-fb^o 

25 

13. Y&m&Ztix^xhk^c i~i oT/^yyl, g&£;faTl^ 
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Tli <fcv>c 2~i 0 J^C 2~1 QT7V 

dr^l/^, gm^^TV>T^ iV^tll^ -CO-. -0- N -S-. 

mom'Hfc 1-10 ©— 0536*?*) SSlWtof&ffl 2 lE«o<fb-a^ 0 

10 14. Y#flHfc&*l/rvvCt>.fcV>- (CH 2 ) 3 -NHCH 2 - - (CH 2 ) 

3 - NCH 3 -CH 2 - N - (CH 2 ) 3-NH- (CH 2 ) 2 -. - (CH 2 ) 2 
-NH- (CH 2 ) 2 - s - (CH 2 ) 2 -CONHCH 2 - - (CH 2 ) 2 - 
CONH- (m-^-W) - N -CR Y1 = CH-CH 2 -NH- (CH 2 ) 

4 - > -CR Y1 = CH-CH 2 -NH- (CH 2 ) S - N -CR Y1 = CH-CH 
15 2 -NH- (CH 2 ) 2 - s -CH = CR Y1 -CH 2 -NH- (CH 2 ) 2 - N - 

CR Y1 = CH-CH 2 -NH-CH 2 - N -CH 2 - (Tif^i^) - N - (C 
H 2 ) 2 - (Tff^y) - N - (CH 2 ) 3 - (T-fef^^) - N -CR Y1 = 
CH-CH 2 - (Tif^V) -CH=CR Y1 -CH 2 - (T^^t?V) 
- (CH 2 ) 3 - (txy^) -^fcf*-CR Y1 = CH-CH 2 - (t 9 

20 "^jj - m*. R Yi n&mm*. y>m¥^ -iitk T~~3 lao^ 

1 5. Y^gJ&^tl/TVvCk J^C l~3T7V^V^S*3<fct)«-CO-^ 
25 b^5i<t51fi*l5 l~4i@C»jm^^^b^S^^Olg^^l~4<D 
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16. Y^a&SfrTV^tJ^-CHa-^ ~ (CH 2 ) 2 - N - (CH 
2 ) 2 -CO- -CO-(CH 2 ) 2 - 3c fete- (CH 2 ) 8 --CS>5tl|jfc£>*S 
ffl 1 5 SUftO'ffrgrtfe. 

1 8. Y^fiBfeStl/rvvCfc <fcV^-CH 2 - N - (CH 2 ) 2 -^fcf*- (m 

2 0 7^^/^ 1=fctetti&$*VTV^%<tV^ 1 ~ 2 0 TVl^/K^i^ 
T'fc 5 ft^©^ffl 2 fatfc©fc<£4fco 

2 0. r 1 ^ h z m&&& y y mm*, t&mm^ mmbt. * 

2 1. R '^^^^fc^gSitlTV^Tt) £V^C 1 ~ 2 0 tV^ST 
£>5ft:*©f£|g 3 SBUfc©^*. 

2 2 . — JRSC ( I - S — 3 a ) 
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Sll 



R S0 rS5 - R S6 R S7 




S10 



(I-S-3a) 



COOH 



Ho) 0 -E a -^^^V>%<^i:i-§ 0 ) % R s< \ R s \ R s \ R S3 > R s 



4 



RSS n 37 nS8 D 5 8 Tp 

>, XV \ N XV > XV > XV 



S 6 



S 7 



S 8 



S 9 



SIO*; 



*3 «fc t>* R s 1 1 ti^iiftiiS L 



5 TtK*J©^> ^o^^I^ *fcm~3^c^>n^>1^^g^£fri,Tl^ 



l#«fct*2iB#©3B#fclSICitefc«*f-. 3 ^ te— J&5£ (l-S-7 a) 



R s * R S2 




R S3 R S12 R S13 



R S0 R S5 R 



yy-COOH 
^R S1S 



(I-S-7a) 



R s \ R s \ R s \ R s \ R s \ R s5 *3j:tJ«R S6 fi^tl/^ttStrlB 
10 tmVMtii&mVs R S1 \ R sl3 s R^^'fc.tt^R^^^^na^bT 



15 



2 3. — JR* (I -T) 
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(I-T) 



[5£«K R Si \ R S1 \ R sl \ R 8l9 :|3«fcr*R S20 ri**t^^&LT;fc* 



2 4. — «5£ (I-U) 




(I-U) 



K»K R S2 \ R s2 \ R sz \ R S24 s R s25 *5<tt) ? R s26 {i^:tV^WfiA£ 

2 5. (1) N- { (2E) -3- [4- ( 3 -7*^B#* v") 

7V] ^p/N°-2-ai^/W - /3 -77^>s (2) N- { [6- (3 -7*^/1' 

zfvtf^i/) - *?-M -P-T7^^ (3) 1- { [6 - (3 

^ s (4) 1- { [6- -7 x.^-^~7tn$2c-y) -2-^7^1 t^M 
tf^i) *?ls—4—1lAs$VBL* (5) N- { (2E) - 3 - [2-^^-4- 



249 



WO 2005/020882 



PCT/JP2004/012768 



>\ (6) 1- { (2E) -3 - [4- (3 -7ai^/V7 P n#=3{-» 7cr.~/V] 

- 2- - 7 p n^^7V} t'^JJi?y-4-*;vj|?yt> (7) l- { (2E) -3- 

[4- O-^ct^/V^n^^^) 7i-/V] - 2-^t3^<=7k} 71?^ 
5 ^-3-^/l^#^> (8) N- {3 - [4- (3 -7 ^—/V^niR^*/) 7x 

7°n tVU} -0-77->\ (9) 3- ( { (2E) -3 - [4- (3- 

-7z^^)V\ 7^/) "^n^^^ (10) 3 

- ( { (2E) -3 - [4- (3 — */9 xi^^l/As^u-ft**/) - 2-*J- 
A>7 ol~;V\ -2-~7u^~M 75/) T'W^Bk (11) 1- { 

10 f-JV-Q- (4-7x=/l^7'h^) -3, 4-v ! tFo-2-t7^^ 
^] ^^/W - 3 -Tif ^^>-^7^^m. (12) N- { [1- (5-7*- 
/W^^Vl') K— 5 — f ^] ^ ^/W -^-77 = ^ (13) 

3- [4- [4- (3-7x^;k7 t n^» !7*~/l/J -3, 6-v»fcK 
nf!)v>y-l (2H) — fAO ^o^^ (14) 1- (6- [3- (4- 

15 ^ap7i^) ^otK^V] - 1 —^=f-;V- 3 , 4-i?tKo-2-t7 
^t^/l^^vk) - 3 -Tif^v^^/t^:/^ *5ctt>Xl5) 1- (6- [3 

- (4 -^/l^n^ ^njtfdp-X] -I-^tvV-3, 4 — v*fc Kp 
-2-t*:7* U—zi^^Vk) - 3-7i?^S>:/#/V^V^^&3fi5fc£)$£ffl 

20 

2 6. (1) N- ( (2E) -3- { 2-^^-71^-4- [ (5-:7^^/W<;x 
f ;H t=^i/] 7x=;l/} 7°n^- -0-7*7-^(2) N-((2 

E) -3- {4— [ (5— 7 ^^A^lsJ-As) t^v'] /W -2-7" 

n^n/V) - 0 -TT^^^fc»(3) 3- ({ [I-^tVW-6- (4-7* 
25 -/K7*h3^) -3, 4-^fcKn-2-t7^1/=;V] *<?vW 75 7) 
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2 7. ffi&<D$m 1 IB^<E>— (I) t^^tl^ft^ ^(Dm., t(D 
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10 (5) 2- [N-^^/l^-3- (4- (5 -7 ^=.jV^^;Vi>r^r%/) 7 a ~M 
7n fcVW7 5 7 ] ffigts (6) N- ( (2E) -3- {2-^^yV-4- [ (5 
-7=c=-;V^.-y^;V) 7^^/U} 7p^- 2 — — |3 -7*^ 

= 1^ (7) N- ( (2E) -3 - {4- [ (5-7^~Jl"<^jU) 
7=c=-M -2-7n^;U) -^-77^V. (8) 3 - ( { [l-^^/l— 
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